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(57) The present Invention aims at providing com- 
pounds having therapeutic effects due to a DPP-IV in- 
hibitory action, and satisfactory as phamiaceutical prod- 
ucts. 

The present inventors have found that derivatives 
having a substituent introduced into the y-position of 
proline represented by the fonmula (I) 



wherein each symbol is as defined in the specification, 
have a potent DPP-IV inhibitory activity, and completed 
the present invention by increasing the stability. 
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Description 
Technical Field 

5 [0001] The present invention relates to a proline derivative sliowing a dipeptidyl peptidase IV (DPP-IV) inhibitory 
activity, which is useful for the treatment or prophylaxis of diabetes, obesity, HIV infection, cancer nnetastasis, dermop- 
athy, prostatic hyperplasia, periodontitis, autoimmune disease and the lilce, and a salt thereof. 

Background Art 

10 

[0002] DPP-IV is a serine protease, which recognizes an amino acid sequence having proline (or alanine or hydrox- 
yprollne) the penultimate position from the N-temriinal and produces dipeptide Xaa-Pro (xaa shows an optional amino 
acid and Pro shows L-proiine). DPP-iV is widely distributed in mammalian tissues and Is known to be present particularly 
in blood, kidney, intestinal epithelium and placenta. 

15 [0003] While the physiological role of DPP-IV in mammal has not been completely elucidated, its involvement in a 
broad range of functions of living organisms such as degradation of neuropeptide [Heymann et al., FEBS Letters vol. 
91 , 360-364 (1978)], activation of T cell [Schon et al., Biomedica Biochimica Acta vol. 44, K9-K15 (1985)], adhesion 
of metastatic tumor cell to endothelium [Johnson et al., Journal of Cell Biology, vol. 121 , 1423-1432 (1 993)], Invasion 
of HIV virus into lymphocytes [Callebaut et al.. Science vol. 262, 2045-2050 (1993)] and the like is being clarified. Of 

20 these, the role of DPP-IV as an enzyme that inactivates glucagon-like peptide (GLP-1), which is a biogenic substance 
having a strong insulin secretion ability and controls postprandial blood glucose level, has been drawing attention 
[Deacon et al., Journal of Clinical Endocrinology and Metabolism, vol. 80, 952-957 (1995)]. 

[0004] GLP-1 is known to be metabolized in several minutes in a living organism. In the metabolism, that by DPP-IV 
is particularly important, because it quickly cleaves GLP-1 and produces inert GLP-1 [Deacon et al., American Journal 

25 of Physiology, vol. 271, E458-E464 (1996)]. In addition, it is considered that physiological action of GLP-1 becomes 
attenuated further because this inert GLP-1 shows an antagonistic action on GLP-1 receptor [Knudsen et ai., European 
Journal of Phannacology, vol. 31 8, 429-435 (1 996)]. Therefore, a method for suppressing cleavage of GLP-1 by inhi- 
bition of DPP-IV is considered to be the most superior approach for reinforcing GLP-1 action. That is, a DPP-IV inhibitor 
is expected to be a superior treatment method of curing postprandial hyperglycemia without side effects, such as 

30 prolonged hypoglycemia and the like, for non Insulin-dependent diabetic (type II diabetes) patients. 
[0005] Patent applications relating to DPP-IV inhibitors include the following. 

[0006] Japanese Patent Application under PCT laid-open under kohyo No. 9-509921 discloses (S)-2-cyano-1-L- 
prolinepyrrolidine derivative. The L-a-amIno acid corresponding to the L-proline moiety of the compound disclosed 
therein characteristically has a lipophilic side chain. 
35 [0007] In addition, W099/61431 describes DPP-IV Inhibitory activities of a compound consisting of natural amino 
acid and thiazolldine or pyrrolidine. 

Disclosure of the Invention 

40 [0008] While there have been reported many DPP-IV Inhibitors till date [Augustyns et al., Current Medicinal Chem- 
istry, vol. 6. 31 1 -327 (1 999)], none of the compounds shows sufficient inhibitory activity or sufficient stability and safety 
in living organisms, and they are unsatisfactory as a phamnaceutical product. Therefore, the development of a com- 
pound which exhibits a therapeutic effect through the inhibition of DPP-IV action and satisfactory as a phannaceutical 
product has been demanded. 

45 [0009] In view of the above-mentioned points, the present inventors have conducted Intensive studies with the aim 
of developing a novel DPP-IV inhibitor. As a result, the present inventors have found that a derivative having a sub- 
stltuent introduced into the T^position of proline has a potent DPP-IV inhibitory activity, and made the stability higher, 
which resulted In the completion of the present invention. 
[0010] Accordingly, the present invention relates to the following compounds. 

50 

(1 ) An L-proline derivative of the fomnula (I) 
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X shows -NR''R2 wherein and R^ may be the same or different and each is independently a hydrogen atom, 
alkyi, cycloalkyi, cycloallcylalkyt, aryl, arylalkyi, heteroaryi or heteroarylalkyl, or may be bonded to each other 
to form a heterocycle optionally containing 1 or 2 nitrogen atoms or oxygen atoms, the heterocycte optionally 
being condensed with an aromatic ring optionally having substituents, and the heterocycle optionally being 
a spiro ring, -NR^COR^ wherein R^ and R^ are the same or different and each is Independently a hydrogen 
atom, alkyI, cycloalkyi, cycloalkylalkyi, aryl, arylalkyi, arylalkenyl, heteroaryi or heteroarylalkyl, -NR5CONR6R7 
or -NR5CH2CH2NR^R'^ wherein R^, R^ and R^ are the same or different and each is independently hydrogen 
atom, alkyI, acyl, cycloalkyi, cycloalkylalkyi, aryl, arylalkyi, heteroaryi or heteroarylalkyl, or and R^ may be 
bonded to each other to form a heterocycle optionally containing 1 or 2 nitrogen atoms or oxygen atoms, the 
heterocycle optionally being condensed with an aromatic ring optionally having substituents, -NRSSO2R® 
wherein R^ and R^ are the same or different and each is independently a hydrogen atom, alkyI, cycloalkyi, 
cycloalkylalkyi, aryl, arylalkyi, heteroaryi or heteroarylalkyl, or -OR^o or -OCOR'^1 wherein R^^ and R^^ are 
each a hydrogen atom, alkyI, cycloalkyi, cycloalkylalkyi, aryl, arylalkyi, heteroaryi or heteroarylalkyl, 

Y is CH2, CH-OH, S, S=0 or SOg, 

Z is a hydrogen atom or a cyano, and 



of the above-mentioned groups, alkyI, aryl, arylalkyi, arylalkenyl, heteroaryi, heteroarylalkyl, cycloalkyi, cycloalky- 
lalkyi and heterocycle each optionally have substituents, 

or a phamriaceutically acceptable salt thereof. 

(2) The L-proline derivative described in the aforementioned (1), wherein X of the fomriula (I) is a substituent se- 
lected from the fomiulas 



wherein 



is a single bond or a double bond, 

R12 is alkyl, cycloalkyi, cycloalkylalkyi, aryl, arylalkyi, heteroaryi, heteroarylalkyl. -NR^^R'is, -OR^s, -COR^^ 

-COaR^S, -CONR19R20 or -SO2R21CH2 wherein R^^ r15, r16^ r17^ r18^ r19^ R20and R2i are the same 
or different and each is independently a hydrogen atom, alkyi, cycloalkyi, cycloalkylalkyi, aryl, arylalkyi, 
heteroaryi, heteroarylalkyl or haloalkyi, or R""* and R''^, and R^^ and R20 may be bonded to each other 
to form heterocycles each optionally containing 1 or 2 nitrogen atoms or oxygen atoms, said heterocycle 
optionally being condensed with an aromatic ring optionally having substituents, 

R13 is a hydrogen atom, alkyl, cycloalkyi, cycloalkylalkyi, aryl, arylalkyi, heteroaryi or heteroarylalkyl, 

m is 1 or 2, and 

A is a carbon atom or a nitrogen atom, provided that i) when A is a carbon atom, A may be substituted 

by a hydroxy I group, carboxyl or alkoxycarbonyl, and 11) when A is a nitrogen atom, 
Is a single bond, 



of the above-mentioned groups, alkyl, cycloalkyi, cycloalkylalkyi, aryl, arylalkyi, heteroaryi, heteroarylalkyl and 
heterocycle each optionally have substituents. 
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or a pharmaceutically acceptable salt thereof. 

(3) The L-proline derivative described in the aforementioned (1 ) or (2), wherein X of the fomiuia (1) is a substituent 
selected from the fomnulas 



322 



•N— (CHa)„ ^ 



.a=b b23 



10 



(IV) 



(VI) 



75 




20 



wherein 




p24 (VII) 



25 



R23 and R24 



30 



a, b, c, d, e, f and g 



35 



n 
A 



is a hydrogen atom, alkyi, cycloalicyl, cycloallcylalkyi, aryi, arylalkyi, heteroaryl or heteroar- 
ylalkyl. 

are the same or different and each is independently a hydrogen atom, alkyI, aryi, arylail^yl, 

heteroaryl, heteroarylalkyi, halogen, haloall<yl. cyano, nitro, -NR25r26^ -NHS02R2^, -0R28, 

-COOR29, -CONHSOgR^o, -SO2OR31, -S02R32or-CONR33R34 wherein R25, r26^ r27 r28^ 

R29, r30, r31, r32^ r33 R^^ are the same or different and each is independently a 

hydrogen atom, all<yl, cycloalkyi, cycloalkylallcyl, aryi, arylalkyi, heteroaryl, heteroarylalkyi 

or haloalkyi, or R25 and R26, and R^^ and R3* may be bonded to each other to fomi hete- 

rocycles each optionally containing 1 or 2 nitrogen atoms or oxygen atoms, said heterocycle 

optionally being condensed with an aromatic ring optionally having substituents, 

are ail carbon atoms, or any one or two thereof is(are) nitrogen atom(s) and the rest is a 

carbon atom, 

is 0, 1, 2 or 3, and 

is a carbon atom or a nitrogen atom, 



provided that when A is a carbon atom, A may be substituted by a hydroxyi group, carboxyi or alkoxycarbonyi, 
and of the above-mentioned groups, alkyI, aryi, arylalkyi, heteroaryl, heteroarylalkyi, cycloalkyi, cycioalkyialkyi and 

40 heterocycle each optionally have substituents, 

or a phannaceutically acceptable salt thereof. 

(4) The L-prollne derivative of any of the aforementioned (1) to (3), wherein, in the formula (I), the asymmetric 
carbon, to which X is bonded, is expressed by an S configuration, X is a group of the fomnuia (Vi) or (Vil), R23 and 
R24 are the same or different and each is nitro, cyano, C^.6aikyl, Ci,6alkyloxy, halogen or haloalkyi, Y is a sulfur 

45 atom and Z is a hydrogen atom, 

or a phannaceutically acceptable salt thereof. 

(5) The L-proIine derivative of the aforementioned (1), wherein, in the formula (I), X is a hydroxyi group, phenylamino 
optionally having substituents, 2-pyridylamino optionally having substituents, 3-pyridazinylamino optionally having 
substituents or 2-pyrimidinylamino optionally having substituents, and the asymmetric carbon, to which X is bond- 

^0 ed, is expressed by an S configuration, 

or a phamriaceuticatiy acceptable salt thereof. 

(6) A compound of the fonmula (l-a) 
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o 



wherein 



X shows -NR*'R2 wherein R"* and R2 may be the same or different and each is independently a hydrogen 
atom, alkyi, cycloalkyi, cycloallcylaikyi, aryi, aryialkyi, heteroaryi or heteroarylaikyi, or may be bonded to 
each other to form a heterocycle optionally containing 1 or 2 nitrogen atoms or oxygen atoms, the hetero- 
cycle optionally being condensed with an aromatic ring optionally having substituents, and the heterocycle 
optionally being a spiro ring, -NR^COR^ wherein R^ and R^ are the same or different and each is independ- 
ently a hydrogen atom, atkyi, cycloalkyi, cycloalkylalkyi, aryl, aryialkyi, arylalkenyl, heteroaryi or heteroar- 
ylaikyi, -NR5CONR6R7 or -NR5CH2CH2NR6R7 wherein R5, R6 and R^ are the same or different and each 
is independently a hydrogen atom, alkyl, acyl, cycloalkyi, cycloalkylalkyi, aryl, aryialkyi, heteroaryi or het- 
eroarylaikyi, or R® and R^ may be bonded to each other to form a heterocycle optionally containing 1 or 2 
nitrogen atoms or oxygen atoms, said heterocycle optionally being condensed with an aromatic ring op- 
tionally having substituents, or -NR^SOgR® wherein R^ and R® are the same or different and each is inde- 
pendently a hydrogen atom, alkyl, cycloalkyi, cycloalkylalkyi, aryl, aryialkyi, heteroaryi or heteroarylaikyi, 

Y is CH2, CH-OH, S, S=0 or SOg, 

Z is a hydrogen atom or a cyano, 

R35 is -COR^i wherein R^"" is a hydrogen atom, alkyl, cycloalkyi, cycloalkylalkyi, aryl, aryialkyi, heteroaryi or 
heteroarylaikyi, or -COOR*2 wherein R^^ is alkyl, cycloalkyi, cycloalkylalkyi, aryl, aryialkyi, heteroaryi or 
heteroarylaikyi, and 

of the above-mentioned groups, alkyl, cycloalkyi, cycloalkylalkyi, aryl, aryialkyi, arylalkenyl, heteroaryi, heteroar- 
ylaikyi and heterocycle each optionally have substituents. 
(7) A compound of the fomnula (l-b) 



wherein 

Z is a hydrogen atom or a cyano, and 

R35 is -COR'^'' wherein R^^ is a hydrogen atom, alkyl, cycloalkyi, cycloalkylalkyi, aryl, aryialkyi, heteroaryi or 
heteroarylaikyi, or -COOR^ wherein R^^ is alkyl. cycloalkyi, cycloalkylalkyi, aryl, aryialkyi, heteroaryi or 
heteroarylaikyi, and 

of the above-mentioned groups, alkyl, cycloalkyi, cycloalkylalkyi, aryl, aryialkyi, heteroaryi and heteroarylaikyi each 
optionally have substituents. 

The present invention further relates to the following compositions for phanmaceutical agents. 

(8) A phamiaceutical composition containing an L-proline derivative of any of the aforementioned {1)-(5) or a 
pharmaceutically acceptable salt thereof, and a pharmacologically acceptable can-ier 

(9) A DPP-I V inhibitor containing an L-proline derivative of any of the aforementioned {1 )-(5) or a phamriaceutically 
acceptable salt thereof as an active ingredient. 

(1 0) A therapeutic agent for the disease where DPP-IV is involved, which contains an L-proIine derivative of any 
of the aforementioned (1)-(5) or a phamnaceuttcally acceptable salt thereof as an active ingredient. 



. O 
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(11) The therapeutic agent of the aforementioned (1 0), wherein the aforementioned disease is diabetes, obesity, 
IHIV infection, cancer metastasis, demnopathy, prostatic hyperplasia, periodontitis or autoimmune disease. 

[0011] The symbols used in the present specification are explained in the following. 

[001 2] AlkyI is preferably linear or branched alkyi having 1 to 8 carbon atoms, such as methyl, ethyl, propyl, isopropyl, 
butyl, isobutyl, tert-butyl, pentyl, hexyl, octyl and the like. 

[0013] Acyl. is preferably linear or branched and has 1 to 8 carbon atoms, such as formyl, acetyl, propionyl, butyryl, 
isobutyryl, valeryl, isovaleryl, hexanoyi and the like. 

[0014] CycloalkyI preferably has 3 to 7 carbon atoms, and is exemplified by cyclopropyl, cyclopentyl, cyclohexyl, 
cydoheptyl and the like. 

[0015] CycloalkylalkyI has a cycloalkyi moiety, which Is equivalent to that mentioned above, and an alkyI moiety 
which is preferably linear or branched and has 1 to 3 carbon atoms. 

[001 6] Examples thereof Include cyclopropylmethyl, 2-cyclobutylethyl, 3-cyclopentylpropyl, cyclohexylmethyl, 2-cy- 
clohexylethyl, cycloheptylmethyl and the like. 

[0017] Aryl is preferably phenyl, naphthyl or ortho fused bicyclic group having 8 to 10 ring atoms wherein at least 
one ring is an aromatic ring (e.g., indenyt) and the (ike. 

[0018] AryialkyI has an aryl moiety, which Is equivalent to that mentioned above, and an alkyI moiety which is pref- 
erably linear or branched and has 1 to 3 carbon atoms. Examples thereof include benzyl, benzhydryl, phenethyl, 3-phe- 
nylpropyl, 1-naphthylmethyl, 2-(1-naphthyt)ethyl, 2-(2-naphthyl)ethyl, 3-(2-naphthyl)propyl and the like. 
[0019] Arylalkenyi has an aryl moiety, which Is equivalent to that mentioned above, and an alkenyl moiety which has 
2 or 3 carbon atoms and is linear or branched. Examples thereof include styryi and the like. 

[0020] Heteroaryl is preferably a 5 or 6-membered ring group having carbon and 1-4 hetero atoms (oxygen, sulfur 
or nitrogen), an ortho fused bicyclic heteroaryl having 8 to 10 ring atoms, which is derived therefrom, particularly a 
benz derivative, those derived from fusing a propenylene, trimethylene or tetramethylene group therewith, stable N- 
oxide thereof and the like. Examples thereof Include pyrrolyl, furyl, thienyl, oxazolyl, isoxazolyl, imidazoiyi, thiazolyl, 
isothiazolyl, pyrazolyl, triazolyl, tetrazolyl, 1 ,3,5-oxadiazolyl, 1 ,2,4-oxadlazolyl, 1 ,3,4-oxadiazolyl, 1 ,2.4-thiadlazolyl, py- 
ridyl, pyrazinyl, pyrimidinyl, pyridazinyl, 1,2,4-triazinyl, 1,2,3-triazinyl, 1 ,3,5-triazinyl, benzoxazolyl, benzisoxazolyl, 
benzothiazolyl, benzisothiazolyl, benzimldazolyl, oxazolopyridyl, imidazopyridazinyl, thianaphthenyl, isothianaphthe- 
nyl, benzofuranyl, Isobenzofuranyl, benzothienyl, chromenyl, Isoindolyl, indolyl, indolinyl, indazolyl, Isoquinolyl, qui- 
nolyl, phthalazinyl, quinoxalinyl, quinazolinyl, cinnolinyt, 2,1,3-benzoxadiazolyl, benzoxazinyl and the like. 
[0021] HeteroarylalkyI has a heteroaryl moiety, which is equivalent to that mentioned above, and an alkyI moiety 
whlch_ is preferably has 1 to 3 carbon atoms and linear or branched. Examples thereof Include 2-pyrrolylmethyl, 2-py- 
ridylmethyl, 3-pyridylmethyl, 4-pyrldylmethyl, 2-thlenylmethyl, 2-(2-pyridyl)ethyl, 2-(3-pyridyl)ethyl, 2-(4-pyridyl)ethyl, 
3-(2-pyrrolyl)propyl, 4-imidazolyimethyl and the like. 

[0022] Heterocycle is a saturated or unsaturated monocyclic 4 to 7-membered ring group or 1 0 or 1 1 -membered ring 
group, which is a spiro ring, having carbon and at least one nitrogen, and optionally other hetero atom (oxygen or 
sulfur). Examples thereof include azetidinyl, pyrrolidinyl, piperidino, piperazinyl, morpholino, 1 ,4-diazepanyl, 
1,2,5,6-tetrahydropyridyl,thiomorpholino, oxothiomorpholino, dioxothiomorpholino, 3-azaspiro[6,5]undecyl, 1,3,8-tria- 

zaspiro[4,5]decyl and the like. 

[0023] Moreover, the above-mentioned heterocycle may be condensed with an aromatic ring (e.g., benzene ring, 
pyridine ring and the like) optionally having substituents. Examples thereof include indolinyl, isoindolinyl, 1 ,2,3,4-tet- 
rahydroquinolyl, 1,2,3,4-tetrahydroisoquinolyl, phthalimido, indolyl and the like. 
[0024] Halogen is exemplified by chlorine, bromine, fluorine and iodine. 

[0025] HaloalkyI is exemplified by trifluoromethyl, 2,2,2-trlfluoroethyl, pentafluoroethyl and the like. 

[0026] Of the above-mentioned substituents, alkyI, cycloalkyi, cycle alky lalky I, aryl, arylalkyi, arylalkenyi, heteroaryl, 

heteroarylalkyi and heterocycle are optionally substituted by the following 1 or more substituents. 

[0027] The substituents may be, for example, halogen, hydroxy! group, nitro, cyano, trifluoromethyl, alkyI, alkoxy, 

alkylthio, fomiyl, acyloxy, oxo, phenyl, 2-pyridyl, 3-pyridyl, 4-pyridyl, 4-piperldinyl, 2Hnorpholinoethyl, 3-picolyl, arylalkyi, 

-COORa, -CH^COORa. -OCHaCOORa, -CONRfaRc, -CHgCQNRbRc (Q is =0 or =S), -OCHgCONRbRc, -COO 

(CH2)2NReRf, -SO2T1, -CONR^jSOaTi, -NReR,, -NRgCHO, -NRgCOTa, -NRgCOOTg, -NRgCONR,Rj. -NR^SOaTa, 

-S02NRiRn„ -S02NRnCOT4, methyienedloxy, ethyleneoxy and the like. 

[0028] These substituents may have substituents, and phenyl, 2-pyridyl and 4-piperidinyl having substituents are 
exemplified by 4'Cyanophenyl, 4-chlorophenyl, 4-methoxyphenyl, 5-cyano-2-pyrldyl, 1 -ethoxycarbonyl-4-piperidinyl 
and the like. 

[0029] In the above-mentioned substituents of the substituents, halogen, alkyI and arylalkyi are exemplified by those 
mentioned above. 

[0030] Alkoxy is linear or branched and preferably has 1 to 8 carbon atoms. Examples thereof include methoxy, 
ethoxy, propoxy, butoxy, pentyloxy, hexyloxy, octyloxy and the like. Alkylthio is linear or branched and preferably has 
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1 to 8 carbon atoms. Examples thereof include methylthio, ethylthio, propylthio, butylthio, pentylthio, hexylthio, octylthio 
and the like. Acyloxy is linear or branched and preferably has 1 to 8 carbon atoms. Examples thereof Include fonnyloxy, 
acetyloxy, propionyloxy, butyryloxy, valeryloxy, pivaloyloxy, hexanoyloxy, benzoyloxy and the like. 
[0031] Rg-Rn s^ow hydrogen, alky! (as defined above) or arylalkyi (as defined above). Rj, and Rg, R^ and Rj, Rj and 
Rj, and Rj and R^ of -NRbRci -NReRf, -NRjRj and -NRjR^ may be respectively bonded to each otherto form heterocycles 
each optionally having 1 or 2 nitrogen atoms or oxygen atoms, and the heterocycle may be condensed with an aromatic 
ring optionally having substituents (as defined above, and optionally substituted by the aforementioned substituents). 
Moreover, -NRgRf may showa heteroaryl having =0 (e.g., 2-pyrrolidinon-1 -yl, succinimido, oxazolidin-2-on-3-yl, 2-ben- 
zoxazolinon-3-yl, phthalimido, cis-hexahydrophthalimido and the tike). TyT^ show hydrogen atom, alkyi, cycloatkyl. 
cycloalkylalkyi, aryl, arylalkyi, heteroaryl, heteroarylalkyi or haloalkyt, which may be substituted by the aforementioned 
substituents. 

[0032] Due to the asymmetric carbon, to which X Is bonded, in compound (I), compound (i) can be present as an 
optically active compound or a diastereomer mixture, and the diastereomer mixture can be separated Into each optically 
active compound by a known method. 

[0033] The compound (I) can show polymorphism, and can be present as two or more tautomers. 

[0034] Therefore, the present invention encompasses any of the above-mentioned stereoisomers, optical isomers, 

polymorphs, tautomers, optional mixtures thereof and the like. 

[0035] The pharmaceutically acceptable salt of compound (1) includes, for example, inorganic acid addition salts (e. 

g., salts with hydrochloric acid, hydrobromic acid, hydriodic acid, sulfuric acid, nitric acid, phosphoric acid and the like), 

organic acid addition salts (e.g., salts with methanesulfonic acid, benzenesulfonic acid, p-toluenesulfontc acid, fomnic 

acid, acetic acid, trifiuoroacetic acid, oxalic acid, citric acid, malonic acid, f umaric acid, glutaric acid, adipic acid, maleic 

acid, tartaric acid, succinic acid, mandelic acid, malic acid, pantothenic acid, methylsulfuric acid and the like), salts 

with amino acids (e.g., salts with glutamic acid, aspartic acid and the like), and the like. 

[0036] The L-proline derivative of the present invention can be produced by the following method. 

[0037] Scheme 1 shows a production method of a compound of the fomnula (I) wherein X is -ORi^ or -OCORi^ . 



Scheme 1 
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(XII) . . (XII*) 

step e . 1 Step e 




o. . . ^ . . .0 

(XIII) ' (xiii/) 



wherein R^^ js an amino acid-protecting group (e.g., tert-butoxycarbonyl (Boo) and benzyloxycarbonyl (Cbz)), is 
a hydroxyl-protecting group (e.g., tert-butyldimethylmethylsilyl, triisopropylsilyl and tert-butyldiphenylsilyl), A' is R''*' or 
COR'''' and other symbols are as defined above. 

[0038] When Z of a compound of the fomriula (VIII) is cyano, this compound can be prepared by a method described 
in a reference [Ashworth et al., Bioorganic & Medicainal Chemistry Letters, vol. 6, 1 1 63-1 1 66 (1 996)] or a conventional 
method based on such reference. A compound of the fomriula (IX') [hereinafter to be referred to as compound (IX*)] 
can be prepared by silylation of hydroxy! group of hydroxyproline derivative by a conventional method. 
Step a: Compound (VIM) is reacted with compound (IX) to give amide compound (XI), or compound (VIII) is reacted 
with compound (IX') to give amide compound (X). 

[0039] As a condensation agent for activating carboxylic acid of compound (IX) or (IX'), there are recited, for example, 

dicyclohexylcarbodiimide (DCC), N-(3-dimethylaminopropyl)-N'-ethylcarbodilmide (EDC), hydrochloride thereof, 
2-ethoxy-1-ethoxycarbonyl-1,2-dlhydroxyquinoline (EEDQ), carbodiimidazole (CDI), diethylphosphoryl cyanide, ben- 
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zotriazoM-yloxytrlspyrrolldinophosphonium hexafluorophosphate (PyBOP), diphenylphosphoryl azide (DPPA), iso- 
butyl chloroformate, diethylacetyl chloride, trimethylacetyl chloride and the like. These condensation agent may be 
used alone, or an additive such as N-hydroxysucclnlnnide (HONSu), hydroxybenzotriazole (HOST) or 3-hydroxy-4-oxo- 
3,4'dihydro-1,2,3-benzotrla2ine (HOOBT), 4-dimethytanninopyridine (DMAP) and the like is used in connblnation. 
5 [0040] This reaction is generally carried out In an Inert solvent and the inert solvent to be used nnay be any as long 
as It is aprotic. Preferable exannples include acetonltrile, tetrahydrofuran, dichloromethane, chloroform, N,N-dimethyl- 
formamide (DMF) and the like. This condensation Is carried out generally at a temperature of from -30°C to 80°C, 
preferably from -10'C to 25°C. 

Step b: Compound (X) is deprotected to give compound (Xr). 
10 [0041] This reaction can be carried out In an inert solvent such as tetrahydrofuran and the like, using tetrabutylam- 
monium fluoride and the like. The reaction mixture is preferably buffered with an acid such as acetic acid and the like 
generally at a temperature of from -30'*C to 70*C for 10 min to 24 hr. 

Step c: Compound (XI) is reacted to give compound (XII), or compound (Xl') is reacted to give compound (XII'). 
[0042] By acylation of hydroxyl group of compound (XI) or (Xl') by a general method, a compound of the fonnula 
15 (XII) or (XII'), wherein A' is COR■'^ can be obtained. The synthetic method of compound (XII) or (XII'), wherein R^^ is 
alkyi, cycloalkyi, cycioalkylalkyt, aryl, arylaikyt, heteroaryl or heteroaryialkyi, is exemplified by a method including use 
of an active carboxylic acid derivative such as acid halide, a method including use of a carboxylic acid and a coupling 
agent, and the like. 

[0043] A compound of the formula (XII) or (Xil') wherein A' Is R''^ can be obtained by converting hydroxyl group of 
20 compound (XI) or (XI') to alcoholate, which is followed by nucleophllic substitution of alkyI halide and the like. The 
reaction is carried out in the presence of a base such as sodium hydride and the like, using alkyI halide and the like in 
an inert solvent such as tetrahydrofuran and the like, generally at a temperature of from -80*'C to 60**C, preferably from 
-50°C to 25°C. 

Step d: Compound (XI) is reacted to give compound (XII'), or compound (Xl') Is reacted to give compound (XII). 
25 [0044] The reaction is candied out in the presence of phosphlnes such as triphenylphosphine, tributylphosphine and 
the like and diazodicarboxyllc acid diester, using R^^COOH or aryl or heteroaryl having a hydroxyl group, and the like 
In an inert solvent such as toluene, tetrahydrofuran and the like, generally at a temperature of from -30'C to 11 0®C, 
preferably from 0°C to 25°C. 

[0045] A compound of the fonnula (XII') or (Xll), wherein A' is COR^^, can be obtained by sulfonylation of hydroxyl 
30 group of compound (XI) or (Xl'), and reacting the compound with carboxylic acid salt. The sulfonylation Is canied out 
In the presence of a base such as pyridine, triethylamine and the like using p-toluenesulfonyl chloride, methanesulf onyl 
chloride, trifluoromethanesulfonyl chloride and the like, in an inert solvent such as dichloromethane, 1 ,2-dichloroethane 
and the like generally from -30''C to 60**C for 10 min to 24 hr. The subsequent reaction with carboxylic acid salt Is 
carried out in the presence of an inorganic base such as potassium carbonate, sodium carbonate and the like using 
35 RiiCOOH in an inert solvent such as acetone, hexamethylphosphoramide and the like generally from 0°C to 120'*C 
for 10 min to 24 hr 

Step e: Compound (Xll) is deprotected to give compound (XIII), or compound (Xll') is deprotected to give compound 
(XIII'). 

[0046] When, in this reaction, the protecting group is Boc group, for example, the compound is reacted in a solvent 
40 such as acetonitrile, tetrahydrofuran, 1 ,4-dioxane, ethyl acetate, methanol, ethanol, chloroform and the like, using an 
acid such as hydrogen chloride, trifluoroacetic acid and the tike generally from -30'*C to 60°C for 10 min to 24 hr for 
deprotection. 

[0047] Scheme 2 shows a production method of a compound of the formula (i) wherein X is -NR^R^. 

45 

Scheme .2 



50 



55 
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30 pool) ' . 

wherein OSOgR^^ is a leaving group (e.g., tosylate (OTs), mesylate (OMs) or triflate (OTf)), Hal is halogen, R^® and 
R39 are the same or different and each is independently hydrogen atom, alkyi, cycloalkyi, cycloalkylalkyi, aryl, arylalkyi, 
heteroaryl or heteroarylalkyi, or may be bonded to each other to form a heterocycle optionally containing 1 or 2 nitrogen 
35 atoms or oxygen atoms, or the heterocycle may be condensed with an aromatic ring optionally having substituents, 
and other symbols are as defined above. 

Step f: Hydroxyl group of compound (XI) is suifonylated to give compound (XIV). 

[0048] This reaction is carried out In the presence of a base such as pyridine, triethylamine and the like, using p- 
toluenesuffonyl chloride, methanesulfonyl chloride, trifluoromethanesulfonyl chloride and the like in an inert solvent 
40 such as dichloromethane, 1 ,2-dlchloroethane and the like generally at a temperature of from -30**C to ec^C for 10 min 
to 24 hr. 

Step g: Compound (XIV) is subjected to azidation to give compound (XV). 

[0049] The reaction is carried out using a metal azide, such as sodium azide, in a solvent such as N,N-dlmethylfor- 
mamide and the like generally at a temperature of from 0*'C to 120**C for 30 min to 24 hr. 
45 step h: Compound (XV) is directly obtained from compound (XI). 

[0050] The reaction is carried out in the presence of phosphines such as triphenylphosphine, tributylphosphine and 
the like, and diazodlcarboxylk: acid diester using hydrogen azide, DPPA, zinc azide bispyrldine complex salt and the 
like in an inert solvent such as toluene, tetrahydrofuran and the like generally at a reaction temperature of from -SO^'C 
to 100°C. 

50 step i: Compound (XV) is reduced to give compound (XVI). 

[0051] For this reaction, catalytic reduction using palladium, platinum, nickel and the like, reduction by metalhydride, 
reduction by triphenylphosphine, thiol, sulfide, diborane, or transition metal and the like are mentioned, 
step j: Compound (XVI) is reacted with compound (XVII) or (XVII') to give compound (XIX). 

[0052] The reaction is earned out in the presence of a base such as triethylamine, dilsopropylethylamine and the 
55 like in an inert solvent such as N-methyl-2-pyrrolidone, N,N-dimethylformamide, tetrahydrofuran and the like at a tem- 
perature of from 0*C to near boiling point of solvent, preferably from 0*'C to SO'^C. 

Step k: Compound (XVI) is reacted with compound (XVIII), which is followed by reduction to give compound (XIX). 
[0053] This reaction is carried out in the presence of sodium borohydrlde, sodium cyanoborohydride, sodium triac- 
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etoxyborohydride and the like in an inert solvent such as methanol, ethanol, dichloromethane, 1 ,2-dichloroethane, 
tetrahydrofuran, acetcnitrile, 1,4-dioxane and the like, and using, where necessary, an acid catalyst such as acetic 
acid, p-toluenesulfonic acid, boron trif luoride diethylether complex and the like, generally at a temperature of from O^'C 
to100°C for 10 min to 20 hr. 
5 [0054] By repeating Step j or k as necessary, compound (XIX) 

wherein R"" and R2 may be the same or different can be obtained. Step I: Compound (XIX) Is directly obtained from 
compound (XI). 

[0055] The reaction is carried out in the presence of phosphines such as triphenylphosphlne, tributylphosphine and 
the like and diazodicarboxylic acid diester using iminodicarbonates, sulfonamides, a nitrogen-containing compound 
10 having N-IH hydrogen and having high acidity, and the like In an inert solvent such as toluene, tetrahydrofuran and the 
like. 

Step m: Compound (XI) Is oxidized to give (XX). 

[0056] This reaction is carried out by, for example, a method using pyridine sulfur trioxide complex and dimethyl 
sulfoxide at room temperature. Examples of useful other methods include a method using alkaline potassium perman- 

15 ganate solution; a method using oxalyl chloride, dimethyl sulfoxide and tertiary amine; a method using acetic anhydride 
and dimethyl sulfoxide; a method using EDC and dimethyl sulfoxide with dichloroacetic acid as a catalyst; a method 
using chromium oxide (XI) pyridine complex in dichloromethane; a method using aqueous sodium hypochlorite solution 
with TEIVIPO free radical as a catalyst in the presence of sodium bromide In ethyl acetate and toluene, and the like. 
Step n: Compound (XX) is reacted with compound (XXI), which Is followed by reduction to give compound (XIX). 

20 [0057] This reaction is carried out in the presence of sodium borohydride, sodium cyanoborohydride, sodium triac- 
etoxyborohydride and the like, in an inert solvent such as methanol, ethanol, dichloromethane, 1,2-dichloroethane. 
tetrahydrofuran, acetcnitrile, 1 ,4-dioxane and the like, and using as necessary an acidic catalyst, such as acetic acid, 
p-toluenesulfonic acid, boron trifluoride diethyl ether complex and the like generally at a temperature of from O^C to 
100°Cfor10min to 20 hr. 

25 [0058] The compound (XXI) can be synthesized by a known method. 
Step 0 is the same as Step e of Scheme 1 . 

[0059] The production method of a compound of the fomriula (I) wherein X is -NR^COR^ is shown In Scheme 3. 
30 Scheme 3 ' 



35 



40 




(XXIIO . . POCIV) POCV) 

wherein each symbol in the fomnula is as defined above. 

[0060] The compound (XXIII) Is the same as compound (XVI) obtained in Scheme 2 or a compound (XIX) wherein 
45 one of R"" and R2 is hydrogen atom. 

Step p: Compound (XXIII) is reacted to give amide compound (XXIV). 

[0061] The reaction is carried out using R^OCI or R'^C02H after conversion to an acid halide with thionyl chloride, 
thionyl bromide and the like or conversion to a mixed acid anhydride with pivaloyi chloride, isobutyl chloroformate and 
the like, in the presence of a tertiary base such as triethylamine, pyridine, N,N-dimethylaniline and the like, in an inert 

50 solvent such as toluene, hexane, tetrahydrofuran, 1,4-dioxane, ethyl acetate, chloroform, N,N-dimethylfonnamide, 
dimethyl sulfoxide, hexamethylphosphoramlde and the like, generally from O^C to 120*^0 for 10 min to 10 hr. 
[0062] For the reaction with R^COgH, a condensation agent shown in Step a can be also used and the reaction is 
carried out In an inert solvent such as acetcnitrile, tetrahydrofuran, dichloromethane, chlorofonn, N,N-dimethylfomria- 
mide and the like generally at a temperature of from -30*C to 80*C, preferably from -1 0*0 to 25*0. 

55 [0063] Step q is the same as Step e of Scheme 1 . 

[0064] The production method of a compound of the fomiula (I) wherein X is -NR%ONR^R^ is shown in Scheme 4. 
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Scheme 4 
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2 steps "'^"^^"^z 

O 

PCXVIH) 

15 wherein each symbol in the formula is as defined above. 

[0065] The compound (XXVI) is the same as compound (XVI) obtained in Scheme 2 or a compound (XIX) wherein 
one of and is hydrogen atom. 

Step r: Compound (XXVI) is reacted to give urea compound (XXVII). 

[0066] The reaction is carried out using Isocyanate such as R^-NCO and the like in an inert solvent such as toluene, 
20 chlorofomn, dichloromethane, tetrahydrofuran and the like generally at a temperature of from -20**C to 80*C, preferably 
from 0*'C to 25*'C. 

[0067] Altematlvely, there Is a method using, for example, carboditmidazole, phosgene, diphosgene (trichloromethyi 
chlorofomnate), triphosgene [bis(trichloromethyl)carbonate] and the like, together with an amine represented by R^R^ 
NH and a tertiary base such as triethylamine and the like. 
25 [0068] Step s is the same as Step e of Scheme 1 . 

[0069] The production method of a compound of the fonnula (I) wherein X is -NRSS02R^ is shown in Scheme 5. 



Scheme 5 




• N N 



slept 




40 

wherein each symbol in the formula Is as defined above. 

[0070] The compound (XXIX) is the same as compound (XVI) obtained In Scheme 2 or a compound (XIX) wherein 
one of R"' and R^ is hydrogen atom. 

^5 step t: Compound (XXIX) is reacted to give sulfonamide compound (XXX). 

[0071] The reaction is earned out using sulfonyl chloride such as R9-SO2CI and the like in the presence of an organic 
base such as triethylamine, pyridine and the like or an inorganic base such as sodium carbonate, potassium carbonate, 
sodium hydroxide and the like, in a solvent such as water, toluene, chloroform, dichloromethane, tetrahydrofuran and 
the like generally at a temperature of from -20'*C to 80''C. 

50 [0072] Altematlvely, there is a method wherein compound (XXIX) and sulfuryl chloride are reacted In the presence 
of a tertiary base such as triethylamine and the like in an Inert solvent such as chloroform, dichloromethane, tetrahy- 
drofuran and the like to give sulfamyi chloride, whteh is reacted with aryl compound in the presence of a Lewis acid 
such as aluminum chloride and the like. 
[0073] Step u is the same as Step e of Scheme 1 . 

55 [0074] A different production method of compound (XXII) is shown in Scheme 6. This production method Is useful 
when both R^ and R2 are not hydrogen atoms. 



12 



EP1 308 439A1 



Scheme 6 
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CO2H 
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step X 



NR^R 



1d2 




wherein R""^ is alkyi sucli as methyl, ethyl and the like, benzyl and the like, and other symbols are as defined above. 
Step V is the same as the method for conversion of compound (XI) to compound (XIX) shown In Scheme 2. 

30 step w: Ester-protected carboxyl group of compound (XXXIII) is deprotected to give compound (XXXIV). 

[0075] For reaction, general deprotection can be used. For example, sodium hydroxide, potassium hydroxide, sodium 
carbonate, potassium carbonate and the like are hydrolyzed under alkali conditions, or when Is benzyl, catalytic 
hydrogenation and the like are conducted in the presence of platinum, palladium and the like, in an inert solvent such 
as methanol, ethanol and the like for deprotection. 

35 step x: Compound (Vlll) and compound (XXXIV) are reacted to give amide compound (XIX). 

[0076] The reaction is carried out using a condensation agent shown in Step a, in an inert solvent such as acetonitrile, 
tetrahydrofuran, dichloromethane, chloroform, N,N-dimethylformamide and the like generally at a temperature of from 
-30°C to BOX, preferably from -10'»C to SS'C. 

[0077] The compound of the fonnuia (XXIV) shown in Scheme 3, the compound of the formula (XXVil) shown in 
40 Scheme 4 and the compound of the fomnula (XXX) shown in Scheme 5 can be produced by the routes shown In Scheme 
6. 

[0078] The production method of compound (XXII), wherein the asymmetric carbon, to which NR*'R2 is bonded, is 
shown by S configuration, Is shown in Scheme 2 using the compound of the formula (XI) as a starting material, and in 
Scheme 6, using the compound of the fonnuia (XXXH) as a starting material. 
45 [0079] Besides the above-mentioned, a compound (XXIT), wherein the asymmetric carbon, to which NR"" R2 is bond- 
ed, Is shown by R configuration, 



50 



NR^R^ 



55 




(xxir) 



wherein each symbol in the formula Is as defined above, can be also produced by a method similar to the one mentioned 
above using compound (Xl') 
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OH 



R 



,35-' 




wherein each symbol in the formula is as defined above, or a compound (XXXM') 



OH 

A. 




pocxil) 



wherein each symbol In the formula is as defined above, as a starting material. 

[0080] When Z In each fomriula shows cyano, each compound up to an intermediate is produced with Z of the formula 
as a carbamoyl group and dehydrated by a known method for conversion thereof to cyano group. 
[0081] This reaction is carried out using diphosphorus pentaoxide, phosphorus oxychloride-imidazole, trifluoroacetic 
acid anhydride, p-toluenesulfonyl chloride-pyridine and the like as a dehydrating agent in an inert solvent such as 
dichloromethane^ pyridine and the like. 

[0082] The L-proline derivative of the formula (I) of the present invention produced in this manner can be obtained 
at an optional purity by applying a known separation and purification means as necessary, such as concentration, 
extraction, chromatography, reprecipitation, recrystallization and the like. 

[0083] The L-proline derivative of the formula (I) can be prepared into an acid addition salt as necessary with an 
inorganic acid such as hydrochloric acid, hydrobromlc acid, hydriodic acid, sulfuric acid, nitric acid, phosphoric acid 

and the like or an organic acid such as methanesulfonic acid, benzenesulfonic acid, p-toluenesulfonic acid, forniic acid, 
acetic acid, trifluoroacetic acid, oxalic acid, citric acid, malonic acid, fumaric acid, glutaric acid, adipic acid, maleic acid, 
tartaric acid, succinic acid, mandelic acid, malic acid, pantothenic acid, methylsutfurk; acid and the like, tn addition, it 
is also present as a solvate such as hydrate and the like. 

[0084] The compound of the fomnula (I) or a phamnacoioglcally acceptable salt of the present Invention has a superior 
DPP-IV inhibitory activity in mammals (e.g., human, dog, cat, rat and the like). 

[0085] Therefore, the compound of the present invention (I) or a pharmacologically acceptable salt thereof is useful 
as a DPP-IV inhibitor and useful for the prophylaxis or treatment of various diseases considered to be caused by 
DPP-IV, for example, for the prophylaxis or treatment of diseases where GLP-1 is considered to be involved (e.g., 

diabetes, obesity and the like), and the like. 

[0086] The compound (I) of the present invention can be administered to a same subject with other therapeutic drug 
for diabetes, therapeutic dmg for diabetic complications, anti-hyperiipidemic agent, antihypertensive agent and the like 
at the same time or timelag. As used herein, examples of the therapeutic drug for diabetes Include Insulin sensitivity 
increasing agent, a-glucosidase Inhibitor, biguanide agent and the like. Examples of the therapeutic drug for diabetic 
complications include aldose reductase inhibitor. As the antihyperlipidemic agent, statin compound, which is a choles- 
terol synthetase inhibitor, squalene synthetase inhibitor, fibrates having triglyceride lowering effect, and the like can 
be mentioned. As the antihypertensive agent, calcium antagonist, angiotensin converting enzyme inhibitor, angiotensin 
II antagonist and the like can be mentioned. When the compound of the present invention is used on combination with 
multiple agents, the mixing ratio thereof can be appropriately detemnined depending on the subject of administration, 
age and body weight of the administration subject, symptom, administration time, dosage form, administration method, 
combination and the like. 

[0087] When the compound (I) of the present Invention or an acid addition salt thereof Is used as the aforementioned 
pharmaceutical agent, it is used on Its own or admixed with an appropriate pharmacologically acceptable carrier, an 
excipient, a diluent and the like in the fomri of powder, granule, tablet, capsule, injection and the like, and administered 
orally or parenterally. The above-mentioned preparation contains an effective amount of compound (I) or a phamna- 
coioglcally acceptable salt thereof. 

[0088] While the dose of the compound (I) or a pharmacologically acceptable salt thereof varies depending on the 
administration route, target disease, symptom, body weight and age of patients, and the compound to be used, it can 
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be determined as appropriately according to the administration object. Generally, when oraliy administered to an adult, 
0.01-1 000 mgfkg body weight/day, preferably 0.05-500 mg/l<g body weight/day, Is preferably administered once a day 
or in several doses a day. 

5 Examples 

[0089] The present invention Is explained In detail by refen^ing to Reference Examples and Examples, which are not 
to be construed as limitative. 

[0090] ""H-NI^/IR was measured at 300 l\^Hz unless particularly indicated. The chemical shift of '•H-NMR relative delta 
10 (6) value was expressed in parts per million (ppm) using tetramethylsilane (TMS) as the internal standard. For the 
coupling constant, obvious multiplicity is shown in hertz (Hz) using s (singlet), d (doublet), t (triplet), q (quartet), quint 
(quintet), m (multiplet), dd (doublet of doublets), td (triplet of doublets), brs (broad singlet) and the like. Thin-layer 
chromatography used was manufactured by Merck, and column chromatography was perfomned using silica gel man- 
ufactured by Fuji silysia chemical, 
15 [0091] For drying organic solutions in extraction, anhydrous sodium sulfate or anhydrous magnesium sulfate was 
used, unless particularly indicated. 

Reference Example 1 

20 [0092] Synthesis of (S)-1 -((2S,4S)-1 -tert-butoxycarbonyl-4-hydroxy-2-pyn'olidinylcarbonyl)-2-cyanopyrrolidine 

(1) N-tert-Butoxycarbonyt-L-cis-4-hydroxyproline (23.1 g) and imidazole (30.0 g) were dissolved in DMF (300 mL). 
tertButyldimethylsilyl chloride (33.3 g) was added thereto. After stirring at room temperature for 16 hr, water (300 
mL) was gradually added under ice-cooling. The reaction solution was acidified with 10% aqueous citric acid so- 

25 lution and extracted with ethyl acetate. The extract was washed 3 times with water and with brine, and dried. The 

solvent was distilled away under reduced pressure. The residue was purified by silica gel chromatography to give 
N-tert-butoxycarbonyl-L-cis-4-tert-butyldimethylsilyloxyproline (27.4 g) as a white solid. 

(2) The above-mentioned compound (27.4 g) and (S)-2-cyanopyrrolidine hydrochloride (10.4 g) were dissolved in 
DMF (250 mL), and triethylamine (10.9 mL), HOBT (14.3 g) and EDC hydrochloride (18.0 g) were added succes- 

30 sively. The mixture was stinted at room temperature for 1 5 hr. The reaction mixture was added to saturated aqueous 
sodium hydrogencarbonate solution, and extracted with ethyl acetate. The extract was washed with water and 
brine, and dried. The solvent was evaporated under reduced pressure. The residue was purified by silica gel 
chromatography to give (S)-1 -[(2S,4S)-1 -tert-butoxycarbonyl-4-tert-butyldimethylsilyloxy-2-pyrrolldinylcarbonyl]- 
2-cyanopyrrolidine (25.3 g) as a slightly yellow oil. 

35 (3) The above-mentioned compound (25.3 g) was dissolved in tetrahydrofuran (300 mL), and a 1 ,0 moI/L solution 

(60 mL) of tetrabutylammonium fluoride in tetrahydrofuran was added dropwise under ice-cooling. The mixture 
was stirred at room temperature for 3 hr, and the solvent was evaporated under reduced pressure. The residue 
was added to brine, and extracted with ethyl acetate. The extract was dried, and the solvent was evaporated under 
reduced pressure. The residue was purified by silica gel chromatography to give the title compound (20.6 g) as a 

40 white solid. 

1 H-NMR(DMSO-d6)61.25-1.45(9H.m), 1 .50-1 .64(1 H,m), 1 .95-2.30(4H,m), 2.98-3.1 3(1 H,m), 3.30-3.67(4H,m>, 
4.13-4.26(1 H,m), 4.30-4.42(1 H,m). 4.77-4.88(1 H,m), 6.16(1H,d,J=6.5Hz). 

Reference Example 2 

45 

[0093] Synthesis of (S)-1 -((2S,4R)-1 -tert-butoxycarbonyl-4-hydroxy-2-pyrrolidinylcari3onyl)-2-cyanopyrrolidine 
[0094] N-tert-ButoxycariDonyl-L-trans-4-hydroxyproline (68.4 g) and (S)-2-cyanopyrrolidine hydrochloride (39.2 g) 
were dissolved in DMF (350 mL), and triethylamine (41 .4 mL), HOBT (49.9 g), and EDC hydrochloride (62.5 g) were 
successively added. The mixture was stirred at room temperature for 15 hr. The reaction mixture was concentrated 
50 and brine and saturated aqueous sodium hydrogencarbonate solution were added to the residue. The precipitated 
crystals were collected by filtration. The filtrate was extracted with ethyl acetate and the extract was dried. The solvent 
was evaporated under reduced pressure. The residue and the crystals were combined and washed with ethyl acetate 
to give the title compound (60.7 g) as a white solid. 

iH-NMR(CDCl3)51.30-1.45(9H,m), 1.54-2.38(5H.m), 3.30-3.93(5H,m), 4.49-4.89{3H,m). 

55 

Reference Example 3 

[0095] Synthesis of (S)-1 -((2S,4S)-4-amino-1 -tert-butoxycart3onyl-2-pyrrolidinylcarbonyl)-2^yanopyrrolidine 



15 



EP1 308 439A1 



(1) (S)-1-((2S,4R)'14eit-Butoxycarbonyl-4-hydroxy-2-pyrrolidiny!carbonyl)-2-cyanopyrrolic!ine (title compound of 
Reference Example 2, 60.7 g) and triethylamine (30.1 mL) were dissolved in DMF (300 mL). Methanesulfonyl 
chloride (16 mL) was added thereto under ice-cooling. After stinging at room temperature for 3 hr, the reaction 
mixture was washed with water and dried. The solvent was evaporated under reduced pressure. Ethanol was 

5 added to the residue to give (S)-1-((2S,4R)-1-tert-butoxycarbonyl-4-methanesulfonyloxy-2-pyrrolidinylcarbonyl)- 

2-cyanopyrrolidine (64.1 g) as a white solid. 

(2) The above-mentioned compound (64.1 g) and sodium azide (1 1 .8 g) were dissolved in DMF (250 mL), and the 
mixture was stirred at 85°C for 5 hr. The reaction mixture was added to water and the precipitated crystals were 
collected by filtration to give (S)-1-((2S,4S)-4-a2ido-1-tert-butoxycarbonyl-2-pyrrolid!nylcarbonyl)-2-cyanopyrroli- 

10 dine (50.1 g) as a white solid. 

(3) The above-mentioned compound (50.1 g) was dissolved In ethanol (600 mL). The mixture was stirred under a 
hydrogen atomosphere (1 atm) In the presence of 5% palladium/barium sulfate (5.9 g). The reaction mixture was 
filtrated and the filtrate was concentrated under reduced pressure. Diethyl ether was added thereto and the pre- 
cipitated solid was collected by filtration to give the title compound (45.5 g) as a white solid. 

15 1H-NMR(CDCI3)51 .23-1 .52(1 0H,m), 1.60-2.47(8H,m), 2.86-3.00(1 H,m). 3.43-3.65(3H,m), 4.25-4.40(1 H,m), 

4.75-5.02(1 H.m). 

Reference Example 4 

20 [0096] Synthesis of (2S,4R)-1 -tert-butoxycarbonyl-4-(5-cyano-2-pyridyl)amlnopyrrolidine-2-cariDOxylic acid 

(1) N-tert-Butoxycarbonyl-L-cis-4-hydroxyproline (24.5 g) and triethylamine (15.4 mL) were dissolved in dichlo- 
romethane (500 mL). Methanesulfonyl chloride (8.1 mL) was added thereto under ice-cooling. Afterstirring at room 
temperature for 3 hr, the reaction mixture was washed with water and dried. The solvent was evaporated under 

25 reduced pressure. The residue was dissolved In DMF (250 mL) and sodium azide (7.1 5 g) was added. The mixture 

was stirred at 80**C for 3 hr, added to water and extracted with ethyl acetate. The extract was dried, and the solvent 
was evaporated under reduced pressure. The residue was purified by silica gel chromatography to give methyl 
(2S,4R)-4-azido-1-tert-butoxycarbonylpyrrolidine-2-carboxylate (18.4 g) as an oil. 

(2) The above-mentioned compound (18.3 g) was dissolved in methanol (200 mL), and the mixture was stirred 
30 under a hydrogen atomosphere (1 atm) In the presence of 5% palladlunn/carbon (5.9 g). The reaction mixture was 

filtrated and the filtrate was concentrated under reduced pressure to give methyl (2S,4R)-4-amino-1-tert-butoxy- 
carbonylpyrroiidine-2-cartDOxylate (16.6 g) as an oil. 

(3) The above-mentioned compound (3.32 g) and triethylamine (1.4 mL) were dissolved in tetrahydrofuran (20 
mL), and 2-chloro-5-cyanopyridine (1 .0 g) was added thereto. The mixture was stirred at 80**C for 4 hr. The reaction 

35 mixture was added to water and extracted with ethyl acetate. The extract was washed with saturated aqueous 

sodium hydrogencarbonate solution and brine, and dried. The solvent was evaporated under reduced pressure, 
and the residue was purified by silica gel chromatography to give methyl (2S,4R)-1 -tert-butoxycarbonyl-4-(5-cyano- 
2-pyridylamjno)pyrrolidine-2-carboxy!ate (1 .2 g) as a white solid. 

(4) The above-mentioned compound (0.94 g) was dissolved in methanol (30 mL), and 1 mol/L aqueous sodium 
40 hydroxide solution (3.0 mL) was added thereto. The mixture was stirred at room temperature for 15 hr. The reaction 

mixture was concentrated and 5% aqueous citric acid solution was added to the residue. The mixture was extracted 
with ethyl acetate, and the extract was washed with brine and dried. The solvent was evaporated under reduced 
pressure to give the title compound (0.75 g) as amorphous. 

^H-NMR(CDCl3)61.33-1.57(9H,m), 2.14-2.68(2H.m), 3.27-3.55(1 H,m), 3.82-4.00(1 H,m). 4.33-4.57(2H,m). 6.23 
45 (1H,brs), 6.50(1 H.d,J=8.7Hz). 7.64(1 H,dd,J=8.7,2.1Hz)8.33(1H,d,J=2.1 Hz), 

Reference Example 5 

[0097] Synthesis of (2S,4S)-4-(2-benzoxa20lyl)amlno-1 -tert-butoxycarbonylpyrrolidine-2-carboxylic acid 

50 

(1) N-tert-Butoxycarbonyl-L-trans-4-hydroxyproline (20.7 g) and triethylamine (15.4 mL) were dissolved In dlchlo- 
romethane (400 mL). p-To!uenesulfonic acid chloride (16.8 g) was added thereto under Ice-cooling. Afterstirring 
at room temperature for 15 hr, the reaction mixture was washed with water and dried. The solvent was evaporated 
under reduced pressure and the residue was purified by silica gel chromatography to give methyl (2S,4R)-1-tert- 

55 butoxycari3onyl-4-(p-toluenesulfonyloxy)pyrrolidine-2-cariDOxylate (1 1 .7 g). 

(2) The above-mentioned compound (11.7 g) was dissolved in DMF (100 mL), and sodium azide (1.95 g) was 
added thereto. The mixture was stinted at 80''C for 3 hr. The reaction mixture was added to water, and extracted 
with ethyl acetate. The extract was dried, and the solvent was evaporated under reduced pressure. The residue 
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was purified by silica gel chromatography to give methyl (2S,4S)-4-a2lde-1-tert-butoxycarbonylpyrro1idlne-2-car- 
boxylate (7.99 g) as an oil. 

(3) The above-mentioned compound (7.99 g) was dissolved in methanol (150 mL). The mixture was stirred under 
a hydrogen atomosphere (1 atm) In the presence of 1 0% palladium/carbon (2 g). The reaction mixture was filtrated 

5 and the filtrate was concentrated under reduced pressure to give methyl (2S,4S)-4-amlno-1-tert-butoxycarbo- 

nylpyn'olidlne-2-carboxylate (7.23 g) as an oil. 

(4) The above-mentioned compound (2.4 g) and triethylamine (1 ,4 mL) were dissolved in tetrahydrofuran (20 mL), 
and 2-chlorobenzoxazole (0.82 mL) was added thereto. The mixture was stirred at 60**C for 3 hr. The reaction 
mixture was added to water, and extracted with ethyl acetate. The extract was washed with saturated aqueous 

^0 sodium hydrogencarbonate solution and dried. The solvent was evaporated under reduced pressure and the res- 

idue was purified by silica gel chromatography, to give methyl (2S,4S)*4-(2-benzoxa2olyl)amino-1 -tert-butoxycar- 
bonylpyrrolidine-2-carboxylate (1 .49 g) as amorphous. 

(5) The above-mentioned compound (1 .49 g) was dissolved In methanol (50 mL), and 1 moi/L aqueous sodium 
hydroxide solution (5.0 mL) was added thereto. The mixture was stirred for 15 hr and concentrated. The residue 

15 was extracted with water and the extract was washed with ethyl acetate. 5% Aqueous citric acid solution was 

added thereto to give the title compound (1 .39 g) as a white solid. 

lH-NMR(DMSO-d6)61.28-1.50(9H.m), 1. 93-2.08(1 H.m), 2.53-2.75(1 H,m), 3.1 8-3.30(1 H,m), 3.77-4.33(2H,m), 
6.97-7.40(4H,m), 8.06-8.1 6(1 H.m), 12.63(1 H,brs). 

20 Reference Example 6 

[0098] Synthesis of (2S,4R)-4-(2-benzoxazolyl)amlno-1 -tert-butoxycarbonylpyrroIidine-2-carboxylic acid 

(1) Methyl (2S,4R)-4-amino-1-tert-butoxycarbonylpyrrolidine-2-carboxylate [product of Reference Example 4(2), 
25 3.32 g] and triethylamine (1 .4 mL) were dissolved in tetrahydrofuran (20 mL). 2-Chlorobenzoxa2ole (0.86 mL) was 

added thereto and the mixture was stinted at room temperature for 48 hr. The reaction mixture was added to water 
and extracted with ethyl acetate. The extract was washed with saturated aqueous sodium hydrogencari^onate 
solution and brine, and dried. The solvent was evaporated under reduced pressure and the residue was purified 
by silica gel chromatography to give methyl (2S,4R)-4-(2-benzoxazolyl)amino-1-tert-butoxycartDonylpyn'olidine- 
30 2-cariDOxylate (1 .48 g) as a white solid. 

(2) The above-mentioned compound (1 .31 g) was dissolved in methanol (30 mL) and 1 mol/L aqueous sodium 
hydroxide solution (4.4 mL) was added thereto. The mixture was stirred at room temperature for 15 hr and the 
reaction mixture was concentrated. To the residue was added 5% aqueous citric acid solution and the mixture was 
extracted with ethyl acetate. The extract was washed with brine and dried. The solvent was evaporated under 

35 reduced pressure to give the title compound (1.11 g) as a white solid. 

iH-NMR(CDCl3)51.32-1.68(9H,m), 2.20-2.80(2H,m), 3.37-3.62(1 H,m). 3.88-4.1 0(1 H,m). 4.37-4.68(2H,m), 
7.01-7.43(4H,m). 

Reference Example 7 

40 

[0099] Synthesis of (2S,4S)-4-benzoylamino-1 -tert-butoxycarbonylpyn'olidine-2-cari30xylic acid 

(1) Methyl (2S,4S)-4-amino-1-tert-butoxycart3onylpyn^olldine-2-carboxylate [product of Reference Example 5(3), 
2.4 g] and triethylamine (2.0 mL) were dissolved in tetrahydrofuran (20 mL), and benzoyl chloride (1 .1 mL) was 

45 added thereto. The mixture was stirred for 1 hr. The reaction mixture was added to water and extracted with ethyl 

acetate. The extract was washed with saturated aqueous sodium hydrogencarbonate solution and dried. The sol- 
vent was evaporated under reduced pressure and the residue was purified by silica gel chromatography to give 
methyl (2S,4S)-4-benzoylamino-1-tert-butoxycarbonylpyn'olidine-2-carboxylate (1 .63 g) as a white solid. 

(2) The above-mentioned compound (1.5 g) was dissolved in methanol (50 mL) and 1 mol/L aqueous sodium 
so hydroxide solution (4.7 mL) was added thereto. The mixture was stirred for 15 hr. The reaction mixture was con- 
centrated and 5% aqueous citric acid solution was added to the residue. The mixture was extracted with ethyl 
acetate, and the extract was washed with brine and dried. The solvent was evaporated under reduced pressure 
to give the title compound (1.1 g) as amorphous. 

55 Reference Example 8 

[0100] Synthesis of (2S,4R)-4-benzoylamino-1 -tert-butoxycarbonylpyrrolidine-2-carboxylic acid 
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(1) The product (3.32 g) of Reference Example 4(2) and triethylamine (1 A mL) were dissolved in tetrahydrofuran 
(20 nnL), and benzoyl chloride (0.87 mL) was added thereto. The mixture was stin-ed for 1 hr. The reaction mixture 
was added to water and extracted with ethyl acetate. The extract was washed with saturated aqueous sodium 
hydrogencarbonate solution and dried. The solvent was evaporated under reduced pressure and the residue was 

5 purified by silica gel chromatography to give methyl (2S,4R)-4-benzoylamlno-1-tert-butoxycarbonylpyrroIidlne- 

2-carboxylate (2.4 g) as amorphous. 

(2) The above-mentioned compound (2.4 g) was dissolved in methanol (80 mL), and 1 mol/L aqueous sodium 
hydroxide solution (8.2 mL) was added thereto. The mixture was stirred for 15 hr. The reaction mixture was con< 
centrated and 5% aqueous citric acid solution was added to the residue. The mixture was extracted with ethyl 

10 acetate, and the extract was washed with brine and dried. The solvent was evaporated under reduced pressure 

to give the title compound (1 .9 g) as a white solid. iH-NMR(CDCl3)61 .33-1 .55(9H,m), 2.12-2.75(2H,m). 3.31-3.60 
(1H,m), 3.84-4.00(1 H.m), 4.30-4.81 (2H,m), 6.16-6.55(4H,m), 7.38-7.80(5H,m). 

Reference Example 9 

15 

[01011 Synthesis of 3-[(2S,4R)-1 -tert-butoxycarbonyl-4-hydroxy-2-pyrrolidinylcarbonyi]-1 ,3-thlazolldine 
[0102] N-tert-Butoxycarbonyl-L-trans-4-hydroxyprollne (69.4 g) and thiazolldine (29.4 g) were dissolved In DMF (300 
mL), and HOBT (50.5 g) and EDC hydrochloride (63.3 g) were successively added thereto. The mixture was stirred at 
room temperature for 18 hr and the reaction mixture was concentrated. To the concentrate were added brine and 
20 saturated aqueous sodium hydrogencarbonate solution, and the mixture was extracted with ethyl acetate. The extract 
was dried, and the solvent was evaporated under reduced pressure to give the title compound (56.3 g) as a colorless 
transparent oil. 

iH-NMR(CDCl3)61 .41 -1 .45(9H,m), 1 .95-2.34(2H,m)2.62-3.25(2H,m), 3. 40-3. 98(4H,m), 4.40-4. 90(4H,m). 
25 Reference Example 1 0 

[0103] Synthesis of 3-((2S,4S)-4-amlno-1 -tert-butoxycarbonyl-2-pyrro!idinylcarbonyl)-1 ,3-thlazolidine 

(1) 3-((2S,4R)-1-tert-Butoxycarbonyl-4-hydroxy-2-pyrrolidinylcarbonyl)-1,3-thiazolidine (title compound of Refer- 
30 ence Example 9, 56.3 g) and triethylamine (28.5 mL) were dissolved in dichloromethane (1 .0 I), and methanesul- 

fonyl chloride (15.1 mL) was added thereto under ice-cooling. After stirring under ice-cooling for 1 hr, the reaction 
mixture was washed with water and dried. The solvent was evaporated under reduced pressure to give 3-((2S, 
4R)-1-tert-butoxycarbonyl-4-methanesulfonyloxy-2-pyrrolidinylcarbonyl)-1,3-thiazolidlne (70.5 g) as an oil. 

(2) The above-mentioned compound (70.5 g) and sodium azide (1 3.3 g) were dissolved In DMF (500 mL), and the 
35 mixture was stirred at 80°C for 5 hr. The reaction mixture was concentrated under reduced pressure and water 

was added thereto. The mixture was extracted with ethyl acetate, and the organic layer was dried and concentrated. 
The residue was purified by silica gel chromatography to give 3-((2S,4S)-4-azido-1-tert-butoxycarbonyl-2-pyrro- 
ildinylcarbonyl)-1 ,3-thlazolidine (39.5 g) as a white solid. 

(3) The above-mentioned compound (26.7 g) was dissolved in ethanol (270 mL) and the mixture was stirred under 
40 a hydrogen atomosphere (1 atm) for 18 hr in the presence of 10% palladium carbon catalyst (13.4g), The reaction 

mixture was filtrated and the filtrate was concentrated under reduced pressure to give the title compound (24.5 g) 
as a black solid. 

iH-NMR(CDCl3)51.40-1.45(9H,m). 1.70-1 .83(1 H.m), 2.07{2H,brs), 2.32-2.56(1 H.m), 2.90-3. 19(2H,m). 3.25-3.58 
(2H,m), 3.60-4.14(3H.m), 4.31 -4.80(3H,m). 

45 

Reference Example 1 1 

[0104] Synthesis of 3-((2S,4S)-1 -tert-butoxycarbonyl-4-hydroxy-2-pyrrolidlnylcarbonyl)-1 ,3-thlazolidlne 

50 (1) N-tert-Butoxycarbonyl-L-cis-4-tert-butyldimethylsilyloxyprollne [product of Reference Example 1 (1), 5.55 g] 

and thiazolldine (1 .4 mL) were dissolved in DMF (55 mL), and triethylamine (2.24 mL), HOBT (2.96 g) and EDC 
hydrochloride (3.70 g) were successively added thereto. The mixture was stirred at room temperature for 13 hr. 
The reaction mixture was added to saturated aqueous sodium hydrogencarbonate solution, and extracted with 
ethyl acetate. The extract was washed with water and brine and dried. The solvent was evaporated under reduced 

55 pressure and the residue was purified by silica gel chromatography to give 3-[(2S,4S)-1 -tert-butoxycarbonyl-4-tert- 

butyldlmethylsilyloxy-2-pyn'olidlnytcarbonyl]-1 ,3-thiazolidine (3.41 g) as a white solid. 

(2) The above-mentioned compound (3.36 g) was dissolved In tetrahydrofuran (50 mL), and a 1 .0 mol/L solution 
(9 mL) tetrabutylammonium fluoride in tetrahydrofuran was added dropwise under ice-cooling. The mixture was 
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stirred at room temperature for 18 hr, and the solvent was evaporated under reduced pressure. The residue was 
added to brine and extracted with ethyl acetate. The extract was dried and the solvent was evaporated under 
reduced pressure. The residue was purified by silica gel chromatography to give the title compound (2.44 g) as a 
white solid. 

5 iH-NMR(DMSO-d6)51.25-1.45(9H,m). 1.52-1. 70(1 H,m), 2.35-2.50(1 H,m), 2.95-3.20(3H,m), 3.50-3.80(3H,m), 

4,10-4,25(1H,m), 4.37-4.78(3H,m), 5.18(1H,brs). 

Reference Example 12 

10 [0105] Synthesis of 3-((S)-1 -tert-butoxycarbonyl-4-oxo-2-pyrrolidinyIcarbonyl)-1 ,3-thiazolidlne 

[0106] The title compound (55.4 g) of Reference Example 9 and triethylamine (46 mL) were dissolved in dichlo- 
romethane (350 mL). A solution of sulfur trioxide pyridine complex (52.4 g) in dimethyl sulfoxide (150 mL) was added 
thereto under ice-cooling, and the mixture was stinred for 2 hr. Saturated aqueous sodium hydrogencarbonate solution 
was added to the reaction mixture, arid the mixture was extracted with ethyl acetate. The extract was washed with 

15 brine and dried. The solvent was evaporated under reduced pressure and the residue was purified by silica gel chro- 
matography to give the title compound (30.3 g) as a white solid. 

1H-NMR{CDCI3)61.47(9H.S), 2.45-2.57(1 H.m), 2.70-2.93(1 H,m), 2.97-3. 22{2H,m), 3.66-3.78(0.6H.m). 3.80-4.1 0(3H, 
m), 4.28-4.38(0.4H.m), 4.45-5.08(3H,m). 

20 Reference Example 13 

[01071 Synthesis of (2S,4S)-1 -tert-butoxycarbonyl-4-(1-indolyl)pyn'olidlne-2-carboxylic acid 

(1) N-tert-Butoxycarbonyl-L-trans-4-hydroxyproline benzyl ester (20.3 g) and triethylamine (17.6 mL) were dis- 
25 solved In dichtoromethane (120 mL), and a solution of sulfur trioxide pyridine complex (25.1 g) In dimethyl sulfoxide 

(60 mL) was added thereto under ice-cooling, and the mixture was stinted for 5 hr. Saturated aqueous sodium 
hydrogencarbonate solution was added to the reaction mixture, and the mixture was extracted with ethyl acetate. 
The extract was washed with brine and dried. The solvent was evaporated under reduced pressure and the residue 
was purified by silica gel chromatography to give benzyl (S)-1-tert-butoxycarbonyl-4-oxopyrrolidine-2-carboxylate 
30 (9.76 g) as an oil. 

(2) The above-mentioned compound (2.50 g), indoline (1.05 mL) and acetic acid (0.45 mL) were dissolved in 
1 ,2-dichloroethane (40 mL) , and sodium triacetoxyborohydride (3.32 g) was added thereto. The mixture was stinted 
at room temperature for 6 hr and saturated aqueous sodium hydrogencarbonate solution was added to the reaction 
mixture. The mixture was extracted with ethyl acetate, and the extract was washed with brine and dried. The solvent 

35 was evaporated under reduced pressure and the residue was purified by silica gel chromatography to give benzyl 

(2S,4S)-1-tert-butoxycarbonyI-4-(1-lndolinyl)pyrrolidine-2-carboxylate (2.59 g) as an oil. 

(3) The above-mentioned compound (2.53 g) was dissolved in acetone (50 mL) and manganese dioxide (7.51 g) 
was added thereto. The mixture was stirred at room temperature for 12 hr and the reaction mixture was filtrated. 
The filtrate was concentrated under reduced pressure and the residue was purified by silica gel chromatography 

40 to give benzyl (2S,4S)-1 -tert-butoxycarbonyl-4-(1 -indolyl)pyrrolidine-2-carboxylate (2.43 g) as an oil. 

(4) The above-mentioned compound (2.42 g) was dissolved in methanol (50 mL) and the mixture was stirred under 
a hydrogen atomosphere (1 atm) for 20 hr in the presence of 1 0% pailadlum/carbon (0.25 g). The reaction mixture 
was filtrated and the filtrate was concentrated under reduced pressure to give the title compound (1 .91 g) as a 
pale-green solid. 

45 lH-NMR(CDCl3)61.49(9H.s), 2.37-3.00(2H,m), 3.60-3.85(1 H,m), 4.05-4.25(1 H,m), 4.40-4.60(1 H,m), 4.95-5.10 

(1H,m). 6.54(1H,s), 7.13(1 H,t,J=7.7Hz), 7.18-7.28(2H,m), 7.38(1 H,d,J=8.2Hz), 7.62(1 H,d,J=7.7H2). 

Reference Example 14 

50 [01 08] Synthesis of 1 -((S)-1 -tert-butoxycarbonyl-4-oxo-2-pyn'olldinyIcarbony l)pyrrolidine 

(1) N-tert-Butoxycarbonyl-L-trans-4-hydroxyproline (46.25 g) and pyrrolidine (18 mL) were dissolved in DMF (200 
mL), and HOST (45.5 g) and EDC hydrochloride (46.0 g) were successively added thereto. The mixture was stirred 
at room temperature for 13 hr, and the solvent was evaporated under reduced pressure. Saturated aqueous sodium 

S5 hydrogencarbonate solution was added to the residue, and the mixture was extracted with ethyl acetate. The 

extract was dried and the solvent was evaporated under reduced pressure to give 1-((2S,4R)-1-tert-butoxycarb- 
onyl-4-hydroxy-2-pyrrolidinylcarbonyl)pyrrolidine (59.3 g) as an oil. 

(2) The above-mentioned compound (59.3 g) and triethylamine (41 mL) were dissolved in dichloromethane (350 
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mL), and a solution of sulfur trioxlde pyridine complex (46.5 g) in dimethyl sulfoxide (100 mL) was added thereto 
under ice-cooling. The mixture was stirred for 2 hr and saturated aqueous sodium hydrogencarbonate solution 
was added to the reaction mixture. The mixture was extracted with ethyl acetate, and the extract was washed with 
brine and dried. The solvent was evaporated under reduced pressure. The residue was purified by silica gel chro* 
s matography to give the title compound (11 .9 g) as a white solid. 

1H-NMR(CDCI3)51.47(9H,S), 1 .80-2.08(4H,m), 2.42-2.53(1 H,m), 2.68-2.88(1 H,m). 3.35-3.58(3H,m), 3.62-4.13 
(3H.m), 4,85(0.4H,d,J=9.0Hz). 4.99(0 .6H,d,J=8.7H2). 

Reference Example 15 

10 

[0109] Synthesis of 3-((2S,4R)-4-amino-1 -tert-butoxycarbonyl-2-pyrrolidlnylcarbonyl)-1 ,3-thiazolidlne 

(1) The title compound (13.6 g) of Reference Example 11 was dissolved in dichloromethane (250 mL), andtriethyl- 
amine (7 mL) was added thereto. Methanesulfonyl chloride (3.64 mL) was added to the reaction mixture under 

IS ice-cooling, and the mixture was stirred for 1 hr. Water was added to the reaction mixture and the organic layer 

was separated. The solvent was evaporated under reduced pressure and the residue was dissolved in DMF (200 
mL). Sodium azide (3.25 g) was added thereto and the mixture was stirred at 85''C for 3 hr with heating. The 
reaction mixture was concentrated under reduced pressure and water was added to the residue. The mixture was 
extracted with ethyl acetate and the extract was concentrated under reduced pressure. The residue was purified 

20 by silica gel chromatography to give 3-((2S,4R)-4-azido-1 -tert-butoxycarbonyl-2-pyn'olidinylcarbonyl)-1 ,3-thia2o- 

lidine (9.9 g). 

(2) The above-mentioned compound (9.9 g) was dissolved in ethanol (1 50 mL) and the mixture was stirred at room 
temperature for 18 hr under a hydrogen atomosphere (1 atm) in the presence of 10% palladium/carbon (10 g). 
The reaction mixture was filtrated and the filtrate was concentrated under reduced pressure to give the title com- 

25 pound (10.1 g) as a black solid. 

lH-NMR(500MHz,DMSO-d6)61.30(4.5H,s), 1 .38(4.5H,s), 1 .42-1 .52(1 H,m), 2.05(2H.brs), 2.33-2.45(1 H,m), 
2.92-3.88(7H,m), 4.37-4.72(3H,m). 

Example 1 

30 

[0110] Synthesis of (S)-2-cyano-1 -((2S,4S)-4-hydroxy-2-pyrrolidtnylcarbonyl)pyrrolidine trifluoroacetate 
[01 1 1 ] (S)-1 -((2S,4S)-1 -tert-Butoxycarbonyl-4-hydroxy-2-pyrrolidiny!carbonyl)-2-cyanopyrrolidine (title compound of 
Reference Example 1 , 544 mg) was dissolved in dichloromethane (1 8 mL), and trifluoroacetic acid (1 .8 mL) was added 
thereto. The mixture was stirred at room temperature for 1 8 hr, and the solvent was evaporated under reduced pressure. 
35 Ethanol and diethyl ether were added to the residue and the precipitated powder was collected by filtration to give the 
title compound (350 mg) as powdery white crystals. 

lH-NMR(DMSO-d6)61.68-2.85(6H,m), 3.10-3.30(2H,m), 3.44-3.70(2H.m), 4.30-4.60(2H,m), 4.78-5.09(1 H,m), 
5.35-5.50(1 H,m), 9.18(2H.brs). 

40 Example 2 

[01 12] Synthesis of (S)-2-cyano-1 -((2S,4R)-4-hydroxy-2-pyrrolldlnylcarbonyl)pyn'olidine hydrochloride 
[01 13] The title compound (309 mg) of Reference Example 2 was dissolved In 4 mol/L hydrochloric acid-1 ,4-dloxane 
(2 mL), and the mixture was stirred at room temperature for 1 8 hr. The solvent was evaporated under reduced pressure 
45 and the residue was purified by HPLC to give the title compound (36 mg) as powdery white crystals. 

lH-NMR(DMSO-d6)51.85-2.44(6H,m), 3.05-3.72(4H,m), 4.41-4.60(2H,m), 4.78-5.16(1 H,m), 5.55-5.70(1 H,m). 

Example 3 

50 [0114] Synthesis of {S)-1-((2S,4S)-4-amino-2-pyn'olidlnylcarbonyI)-2-cyanopyrrolidine dihydrochlorlde 

[0115] (S)-1-((2S,4S)-4-Amino-1-tert-butoxycarbonyl-2-pyn^lidlnylcarbonyl)-2-cyanopyrrolldlne (title compound of 
Reference Example 3, 308 mg) was dissolved in 4 mol/L hydrochloric acid-1 ,4-dioxane (1 .25 mL), and the mixture was 
stirred at room temperature for 27 hr. The solvent was evaporated under reduced pressure and tetrahydrofuran was 
added thereto. The precipitated solid was collected by filtration to give the title compound (21 4 mg). 

55 iH-NMR(Df\/ISO-d6)51.85-2.35(5H,m), 2.80-2.93(1 H,m), 3.27-3.68(4H,m), 3.83-3.98(1 H,m), 4.52-4.64(IH,m), 4.84 
(1H,d,J=4.6,7.8Hz). 8.81(3H,brs). 
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Example 4 

[0116] Synthesis of (S)'1 -((2S,4S)-4-anilinO'2-pyrrolic(lnylcarbonyi)-2-cyanopyrrolidine trifluoro acetate 

5 (1) The title compound (6.18 g) of Reference Example 2 and triethylamlne (8.4 mL) were dissolved in dimethyl 

sulfoxide (15 mL). Sulfur trioxide pyridine complex (9.54 g) was added thereto. After stirring at room temperature 
for 1 hr, water was added to the reaction mixture, and the mixture was extracted with ethyl acetate. The extract 
was washed with water and dried. The solvent was evaporated under reduced pressure and the residue was 
purified by silica gel chromatography to give (S)-1 -((2S)-1 -tert-butoxycarbonyl-4-oxo-2-pyrrolidlnylcarbonyl)-2-cy- 

10 anopyrrolidine (6.0 g) as an oil. 

(2) The above-mentioned compound (1.5 g) and aniline (0.43 mL) were dissolved In methanol (25 mL), and the 
mixture was stirred at room temperature for 6 hr In the presence of molecular sieve 3A (1 .5 g). Sodium cyanoboro- 
hydride (0.315 g) and acetic acid (0.4 mL) were added to the reaction mixture, and the mixture was stirred for 1 
hr. The reaction mixture was filtrated and the filtrate was evaporated under reduced pressure. Saturated aqueous 

15 sodium hydrogencarbonate solution was added to the residue, and the mixture was extracted with ethyl acetate. 

The extract was dried, and the solvent was evaporated under reduced pressure. The residue was purified by silica 
gel chromatography to give (S)-1-((2S,4S)-4-anilino-1-tert-butoxycarbonyl-2-pyrrolldinylcarbonyl)-2-cyanopyrroll- 
dine (0.74 g) as amorphous. 

(3) The above-mentioned compound (0.82 g) was dissolved In dichloromethane (21 mL) and trifluoroacetic acid 
20 (2.1 mL) was added thereto. The mixture was stood at room temperature for 1 5 hr, and the solvent was evaporated 

under reduced pressure. The residue was purified by HPLC and freeze-dried to give the title compound (0.246 g) 
as amorphous. 

iH-NMR(DMSO-d6)51.52-2.33(5H,m). 2.87-3.22(2H,m), 3.75-5.1 3(8H,m), 6.60-6.67(3H,m), 7.03-7.20(2H,m), 
8.91 (1H,brs), 9.88(1 H,brs). 

25 

Example 5 

[01 1 7] Synthesis of (S)-2-cyano-1 -[(2S,4S)-4-(4-nitrophenyl)amino-2-pyrroiidinylcarbonyl]pyrrolldine hydrochloride 

30 (1 ) The title compound (0.924 g) of Reference Example 3, diisopropylethylamine (1 .7 mL) and 4-f luoronitrobenzene 

(0.53 mL) were dissolved in N-methyl-2-pyrrolidone (10 mL), and the mixture was stirred at 80°C for 15 hr. Water 
was added to the reaction mixture and the mixture was extracted with ethyl acetate. The extract was dried, and 
the solvent was evaporated under reduced pressure. The residue was purified by silica gel chromatography to 
give (S)-1 -[(2S,4S)-1-tert-butoxycarbonyl-4-(4-nitrophenyl)amino-2-pyrrolidinylcarbonyll-2-cyanopyrrolidine (1.14 
35 g) as amorphous. 

(2) The above-mentioned compound (1.13 g) was dissolved in ethyl acetate (3.5 mL), and 4 mol/L hydrochloric 
acid-ethyl acetate (3.4 mL) was added thereto. The mixture was stood at room temperature for 15 hr. The precip- 
itated solid was collected by filtration to give the title compound (0.67 g). 

iH-NMR(DMSO-d6)51.74-2.37(6H.m), 2.90-3.1 0(1 H,m), 3.27-3.97(3H,m), 4.37-4.70(2H,m), 4.80-5.20(1 H,m), 
40 6.90-7.34(2H,m), 7.88-8.03(2H,m), 9.09(1 H.brs), 1 0.98(1 H,brs). 

Example 6 

[0118] Synthesis of (S)-2-cyano-1-[(2S,4S)-4-(4-cyanophenyl)amino-2-pyrrolidinylcarbonyl]pyrrolidine hydrochlo- 
45 ride 

(1 ) The title compound (924 mg) of Reference Example 3, diisopropylethylamine (1 .7 mL) and 4-fIuorobenzonitrile 
(606 mg) were dissolved in N-methyl-2-pyrrolidone (1 0 mL), and the mixture was stin-ed at 1 00*C for 1 5 hr. Water 
was added to the reaction mixture, and the mixture was extracted with ethyl acetate. The extract was dried and 

so the solvent was evaporated under reduced pressure. The residue was purified by silica gel chromatography to 
give (S)-2-cyano-1-[(2S,4S)-1-tert-butoxycarbonyl-4-(4-cyanophenyl)amino-2-pyn'olidinylcarbonyI]pyrrolldine 
(340 mg) as amorphous. 

(2) The above-mentioned compound (420 mg) was dissolved in ethyl acetate (1 .2 mL), and 4 moI/L hydrochloric 
acid-ethyl acetate (1.2 mL) was added thereto. The mixture was stood at room temperature for 16 hr and the 

S5 precipitated solid was collected by filtration to give the title compound (289 mg). 

lH-NMR(DMSO-d6)61 .62-1 .80(1 H,m), 1 .97-2.33(4H,m), 2.90-3.24(2H,m), 3.64-3.96(3H.m), 4.20-4.63(2H,m), 
4.80-5,1 3(1 H,m). 6.70(2H,d,J=8.7Hz), 7.53(2H,d,J=8.7Hz), 9.00(1 H.brs), 1 0.50(1 H.brs). 
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Example 7 

[0119] Synthesis of (S)-2-cyano-1-[(2S,4S)-4-(2-cyanophenyl)amino-2-pyrrolidinylcarbonyl]pyrrolidine hydrochlo- 
ride 

5 

(1) The title compound (924 mg) of Reference Example 3, diisopropylethylamine (1 .7 mL) and 2-fluorobenzonitrile 
(0.54 mL) were dissolved in N-methyl-2-pyrrolidone (1 0 mL), and the mixture was stirred at 1 0C^C for 1 5 hr. Water 
was added to the reaction mixture, and the mixture was extracted with ethyl acetate. The extract was dried and 
the solvent was evaporated under reduced pressure. The residue was purified by silica gel chromatography to 

10 give (S)-1-[(2S,4S)-14ert-butoxycarbony!-4-(2<yanophenyl)amino-2-pyrroIidlnylcarbonyl]-2-cyanopyn'olldlne 

(177 mg) as amorphous, 

(2) The above-mentioned compound (115 mg) was dissolved In ethyl acetate (0.5 mL), and 4 mol/L hydrochloric 
acid-ethyl acetate (0.35 mL) was added thereto. The mixture was stood at room temperature for 15 hr. The pre- 
cipitated solid was collected by filtration to give the title compound (46 mg). 

15 iH-NMR(DMSO-d6)51.70-2.36(6H,m), 2.93-3.74(3H.m), 4.28-4.66(2H,m), 4.81-5.15(1H,m), 6.33(1 H,d.J=8.1 Hz), 

6,77(1 H,dd,J=8.4,8.1 Hz), 6.90(1 H,d,J=8.4Hz), 7.39-7.60(2H,m). 

Example 8 

20 [01 20] Synthesis of (S)-2-cyano-1-[(2S,4S)-4-(2-fluoro-4-nitrophenyl)amino-2-pyrrolldinylcarbonyl]pyrrolidine hy- 
drochloride 

(1 ) The title compound (0.924 g) of Reference Example 3, diisopropylethylamine (1 7 mL) and 3,4-difluoronitroben- 
zene (0.55 mL) were dissolved in N-methyl-2-pyrrolidone (10 mL), and the mixture was stirred at 80°C for 15 hr. 

25 Water was added to the reaction mixture and the mixture was extracted with ethyl acetate. The extract was dried 

and the solvent was evaporated under reduced pressure. The residue was purified by silica gel chromatography 
to give (S)-1 -[(2S,4S)-1 -tert-butoxycarbonyl-4-(2-fluoro-4-nltrophenyl)amino-2-pyrrolidinylcarbonyl]-2-cyanopyr- 
rolidine (0.95 g) as amorphous. 

(2) The above-mentioned compound (0.95 g) was dissolved in ethyl acetate (3 mL), and 4 mol/L hydrochloric acid- 
30 ethyl acetate (2.65 mL) was added thereto. The mixture was stood at room temperature for 15 hr and the precip- 
itated solid was collected by filtration to give the title compound (0.63 g). 

iH-NMR(DMSO-d6)61.74-2.37(6H,m), 2.90-3.1 0(1 H,m), 3.27-3.97(3H,m), 4.37-4.70(2H,m), 4.80-5.20(1 H,m), 
6.90-7.34(2H,m), 7.88-8.03(2H,m), 9.09(1 H.brs). 1 0.98(1 H,brs). 

35 Example 9 

[0121] Synthesis of (S)-2-cyano-1-[(2S,4S)-4-(4-cyano-2-fluorophenyl)amino-2-pyrrolidinylcarbonyl]pyrrolidine hy- 
drochloride 

40 (1) The title compound (924 mg) of Reference Example 3, diisopropylethylamine (1.7 mL) and 3,4-difIuoroben- 

zonitrile (700 mg) were dissolved in N-methyl-2-pyrrolidone (10 mL), and the mixture was stirred at 80°C for 15 
hr. Water was added to the reaction mixture and the mixture was extracted with ethyl acetate. The extract was 
dried and the solvent was evaporated under reduced pressure. The residue was purified by silica get chromatog- 
raphy to give (S)-1 -[(2S,4S)-1 -tert-butoxycarbonyl-4-(4-cyano-2-f luorophenyl)amlno-2-pyrrolidlnylcarbonyl]-2-cy- 

45 anopyrrolidine (920 mg) as amorphous. 

(2) The above-mentioned compound (920 mg) was dissolved In ethyl acetate (2.5 mL), and 4 mol/L hydrochloric 
acid-ethyl acetate (2.2 mL) was added thereto. The mixture was stood at room temperature for 15 hr and the 
precipitated solid was collected by filtration to give the title compound (756 mg). 

^H-NMR(DIVISO-d6)51.67-2-35(6H,m), 2.88-3.06(1 H,m). 3.22-3.73(3H,m), 4. 27-4. 64(2 H,m), 4.86-5.13(1 H,m), 
so 6.73(1 H,d,J=6.3Hz), 7.82-7.92(1 H,m), 7.51(1H,dd,J=8,4,1.5Hz), 7.61(1H,dd,J=12.0,1.5Hz). 8.98(1H,brs), 10.75 

(IH.brs). 

Example 10 

55 [0122] Synthesis of (S)-1 -[(2S,4S)-4-(4-bromo-2-cyanophenyl)amino-2-pyrrolidinylcari3onyl]-2-cyanopyrrotidine hy- 
drochloride 

(1) The title compound (924 mg) of Reference Example 3, diisopropylethylamine (1.7 mL) and 3-bromo-6-fluor- 
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obenzonitrile (1 000 mg) were dissolved In N-methyl-2-pyrrolidone (1 0 mL) and the mixture was stirred at 80*0 for 
5 hr. Water was added to the reaction mixture and the mixture was extracted with ethyl acetate. The extract was 
dried and the solvent was evaporated under reduced pressure. The residue was purified by silica gel chromatog- 
raphy to give (S)-1 -[(2S,4S)-1 -tert-butoxycarbonyl-4-(4-bromo-2-cyanophenyl)amino-2-pyrrolidlnylcarbonyl]-2-cy- 
5 anopyrrolldine (904 mg) as amorphous. 

(2) The above-mentioned compound (900 mg) was dissolved in ethyl acetate (2 mL) and 4 mol/L hydrochloric acid- 
ethyl acetate (1.8 mL) was added thereto. The mixture was stood at room temperature for 1 5 hr and the precipitated 
solid was collected by filtration to give the title compound (501 mg). 

lH-NMR(DMSO-d6)61.70-2.34(4H,m). 2.93-3.07(1 H,m), 3.42-3.65(3H,m). 4.33-4.61 (2H,m), 4,82-5.1 0(1 H,m), 
10 6.56(1 H,d,J=8.7Hz), 6.94(1 H,dd,J=8.1 ,1 .8Hz), 7.1 2(1 H.d,J=1 .8Hz), 7.49(1 H,d.J=8. 1 Hz), 8.96(1 H,brs). 1 0.02(1 H, 

brs). 

Example 11 

15 [0123] Synthesis of (S)-2-cyano-1-[(2S,4S)-4-(3,4-dlcyanophenyl)amlno-2-pyrrolldlny!carbonyl]pyrrolidlne hydro- 
chloride 

(1) Thetitlecompound (0.924 g) of Reference Examples, diisopropylethylamine (1.7mL) and3-fluorophthalonitrile 
(0,73 g) were dissolved in N-methyl-2-pyrrolidone (1 0 mL), and the mixture was stirred at 80°C for 4 hr. Water was 

20 added to the reaction mixture and the mixture was extracted with ethyl acetate. The extract was dried and the 

solvent was evaporated under reduced pressure. The residue was purified by silica gel chromatography to give 
(S)-1-[(2S,4S)-1-tert-butoxycarbonyl-4-(3,4-dicyanophenyl)amino-2-pyrrolidinylcarbonyl]-2-cyanopyrrolldlne 
(1 .05 g) as amorphous. 

(2) The above-mentioned compound (1 .04 g) was dissolved in ethyl acetate (5 mL) and 4 mol/L hydrochloric acid- 
25 ethyl acetate (3.0 mL) was added thereto. The mixture was stood at room temperature for 1 5 hr and the precipitated 

solid was collected by filtration to give the title compound (0.794 g). 

lH-NMR(DMSO-d6)61 .62-1 .79(1 H,m). 1 .95-2.35(3H,m), 2.90-3.28(2H,m), 3.53-3.71 (2H,m), 4.23-4.64(2H,m), 
4.80-5.13(1 H.m). 7.01 (1 H.dd,J=9.0.2.4Hz), 7.24(1 H,d.J=2.4Hz). 7.65(1 H,d,J=6.3H2). 7.78(1 H.d,J=9.0Hz), 9.06 
(IH.brs). 1 0.62(1 H.brs). 

30 

Example 12 

[01 24] Synthesis of (S)-1 -[(2S,4S)-4-(3-chloro-4-cyanophenyl)amlno-2-pyn'olldlnylcarbonyl]-2-cyanopyrrolldme hy- 
drochloride 

35 

(1) The title compound (0.924 g) of Reference Example 3, diisopropylethylamine (1 .7 mL) and 2-chloro-4-fluor- 
obenzonitrile (0.78 g) were dissolved in N-methyl-2-pyrrolldone (10 mL), and the mixture was stirred at 80°C for 
4 hr. Water was added to the reaction mixture and the mixture was extracted with ethyl acetate. The extract was 
dried and the solvent was evaporated under reduced pressure. The residue was purified by silica gel chromatog- 

40 raphy to give (S)-1 -[(2S,4S)-1 -tert-butoxycarbonyl-4-(3-chIoro-4-cyanophenyl)amino-2-pyrrolidlnylcart3onyl] -2-cy- 

anopyrrolidine (0.94 g) as amorphous. 

(2) The above-mentioned compound (0.93 g) was dissolved In ethyl acetate (3 mL) and 4 mol/L hydrochloric acid- 
ethyl acetate (2.6 mL) was added thereto. The mixture was stood at room temperature for 1 5 hr and the precipitated 
solid was collected by filtration to give the title compound (0.73 g). 

45 iH-NMR(DMSO-d6)51 .58-1 .80(1 H,m), 1 .96-2.37(3H,m), 2.92-3.22(2H,m), 3.53-3.67(2H,m), 4.22-4.60(2H,m), 

4.80-5.10(1 H,m), 6.67(1 H.dd,J=8.7,2.4Hz), 6.84(1 H,d,J=2.4Hz 7.24(1 H,d.J=6.9Hz). 7.61 (1 H.d.J=B.7Hz). 9.02 
(1H,brs), 9.97(1 H.brs). 

Example 13 

so 

[0125] Synthesis of (S)-2-cyano-1 -[(2S.4S)-4-(4-cyano-2,6-difluorophenyl)amlno-2-pyrrolidinylcarbonyl]pyrrolldlne 
hydrochloride 

(1) The title compound (0.924 g) of Reference Example 3, diisopropylethylamine (1 .7 mL) and 3,4,5-trifluoroben- 
55 zonitrile (0.79 g) were dissolved in N-methyl-2-pyrrolidone (10 mL), and the mixture was stirred at 80*'C for 3 hr. 

Water was added to the reaction mixture and the mixture was extracted with ethyl acetate. The extract was dried 
and the solvent was evaporated under reduced pressure. The residue was purified by silica gel chromatography 
to give (S)-1 -[(2S,4S)-1 -tert-butoxycariDonyl-4-(4-cyano-2,6-difluorophenyl)amino-2-pyrrolidinylcariDonyl]-2-cyan- 
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opyrrolidme (1 .08 g) as amorphous. 

(2) The above-mentioned compound (1 .08 g) was dissolved In ethyl acetate (3 mL) and 4 mol/L hydrochloric acid- 
ethyl acetate (2.4 mL) was added thereto. The mixture was stood at room temperature for 1 5 hr and the precipitated 
solid was collected by filtration to give the title compound (0.706 g). iH-NMR(DMSO-de)51.72*2.33(6H,m), 
5 2.77-2.92(1 H.m), 3.20-3.70(3H,m), 4.42-5. 09 (3H,m), 6.38(1 H,d,J=8.4Hz), 7.51-7.70(2H,m), 8.97(1H,brs), 10.73 

(1H,brs). 

Example 14 

10 [0126J Synthesis of (S)-2-cyano-1 -[(2S,4S)-4-(3-trifluoromethyl-2-pyridyl)amino-2-pyrro!idinylcarbonyl]pyn'olidine 
trifluoroacetate 

(1) The title compound (1 .86 g) of Reference Example 3, diisopropylethylamine (3.14 mL) and 2-chloro-3-trifluor- 
omethylpyridlne (1 .09 g) were dissolved in N-methyl-2-pyrrolldone (36 ml), and the mixture was stirred at 120**C 

15 for 8 hr. The reaction mixture was added to saturated aqueous sodium hydrogencarbonate solution, and the mixture 

was extracted with ethyl acetate. The extract was dried and the solvent was evaporated under reduced pressure.. 
The residue was purified by silica gel chromatography to give (S)-1-[(2S,4S)-1-tert-butoxycarbonyl-4-(3-trrfluor- 
omethyl-2-pyridyl)amino-2-pyrrolidinylcarbonyl]-2-cyanopyrrolldine (0.099 g). 

(2) The above-mentioned compound (99 mg) was dissolved in dichloromethane (2.2 mL) and trifluoroacetic acid 
20 (0.2 mL) was added thereto. The mixture was stood at room temperature for 18 hr. The reaction mixture was 

concentrated under reduced pressure and purified by HPLC to give the title compound (3.2 mg) as amorphous. 
iH-NMR{DMSO-d6)61.80-2.40(5H.m), 2.80-2.98(1 H,m), 3.30-3.65(4H,m), 4.40-4.78(1 H.m), 4.80-4.89(1 H,m), 
4.90-5.1 0(1 H,m), 6.58(1 H,d,J=7.8Hz), 6.73-6.89(1 H,m), 7.86(1 H,d,J=6.6Hz), 8.33(1 H,d.J=3.9H2), 8.84(1 H,brs), 
9.56(1 H.brs). 

25 

Example 15 

[01 27] Synthesis of (S)-2-cyano-1 -[(2S,4S)-4-(3-nitro-2-pyridyl)amlno-2-pyrrolidlnylcarbonyl]pyrrolidine trifluoroac- 
etate 

30 

(1) The title compound (928 mg) of Reference Example 3, diisopropylethylamine (1 .57 mL) and 2-chloro-3-nitro- 
pyridine (476 mg) were dissolved in N-methyl-2-pyrrolidone (1 8 mL), and the mixture was stirred at 80°C for 3 hr. 
The reaction mixture was added to saturated aqueous sodium hydrogencarbonate solution, and the mixture was 
extracted with ethyl acetate. The extract was dried and the solvent was evaporated under reduced pressure. The 

35 residue was purified by silica gel chromatography to give (S)-1 -[(2S,4S)-1 -tert-butoxycarbonyl-4-(3-nitro-2-pyridyl) 

amino-2-pyrrolidinylcarbonyl]-2-cyanopyrrolidine (851 mg) as a yellow oil. 

(2) The above-mentioned compound (851 mg) was dissolved in dichloromethane (20 mL) and trifluoroacetic acid 
(2.0 mL) was added thereto. The mixture was stood at room temperature for 18 hr. The reaction mixture was 
concentrated under reduced pressure and diethyl ether was added to the residue. The precipitated product was 

40 collected by filtration to give a yellow powder (677 mg). This powder (257 mg) was purified by HPLC to give the 

title compound (152 mg) as a yellow powder. 

iH-NMR(DMSO-d6)51.89-2.37(5H,m). 2,86-3.04(1 H.m), 3.38-3.65(4H.m), 4.49-4.70(1 H,m). 4.79-4.90(1 H,m), 
5.00-5.22(1 H,m). 6.88(1 H,dd,J=8.4,4.8Hz), 8,38-8.60(3H,m), 9.03(1 H.brs), 9.73(1 H.brs). 

45 Example 16 

[0128] Synthesis of (S)-2-cyano-1-[(2S,4S)-4-(3-cyano-2-pyridyl)amtno-2-pyrrolidinylcarbonyl]pyrrolidine hydro- 
chloride 

so (1) The title compound (1 .86 g) of Reference Example 3, diisopropylethylamine (3.14 mL) and 2-chloro-3-cyano- 

pyridlne (0.831 g) were dissolved In N-methyl-2-pyn'olidone (36 mL), and the mixture was stirred at lOO^'C for 9 
hr. The reaction mixture was added to saturated aqueous sodium hydrogencari^onate solution, and the mixture 
was extracted with ethyl acetate. The extract was dried and the solvent was evaporated under reduced pressure. 
The residue was purified by silica gel chromatography to give (S)-1-[(2S,4S)-1-tert-butoxycariDonyi-4-(3-cyano- 

55 2-pyridyl)amino-2-pyrrolidinylcart3onyl]-2-cyanopyrroIidine (0.487 g). 

(2) The above-mentioned compound (0.464 g) was dissolved in ethyl acetate (1.13 mL) and 4 mol/L hydrochloric 
acid-ethyl acetate (1 .41 mL) was added thereto. The mixture was stood at room temperature for 3 hr. The precip- 
itated solid was collected by filtration to give the title compound (0.370 g) as a pale-brown powder. 
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iH-NMR(DMSO-d6)51 .72-2.31 (5H,m), 2.81 -2.98(1 H,m), 3.20-3.36(1 H,m), 3.40-3.69(3H,m), 4.45-4.67(1 H,m) 
4.75-5.11 (1H,m). 6.78(1 H,dd,J=7.5.4.8H2), 7.35(1 H,d.J=7.5Hz), 7.99(1 H,dd.J=7.5. 1 .8Hz), 8.33(1H,dd, 
J=5.1, 1.8Hz), 8.88(1 H.brs), 1 0.60(1 H.brs). 

5 Example 17 

[01 29] Synthesis of (S)-2-cyano-1 -[(2S,4S)-4-(4-cyano-2-pyriclyl)amino-2-pyrrolidinylcarbonyl]pyrrol idine trtfluoroa- 
cetate 

10 (1) The title compound (928 mg) of Reference Example 3, dlisopropylethylamlne (1 .57 mL) and 2-chloro-4-cyan- 

opyridlne (41 6 mg) were dissolved in N-methyl-2-pyrrolldone (1 8 mL), and the mixture was stirred at 1 20°C for 1 8 
hr. The reaction mixture was added to saturated aqueous sodium hydrogencarbonate solution, and extracted with 
ethyl acetate. The extract was dried and the solvent was evaporated under reduced pressure. The residue was 
purified by silica gel chromatography to give (S)-1-[(2S,4S)-1-tert-butoxycarbonyl-4-{4-cyano-2-pyridyl)amino- 

15 2-pyrrolldinylcarbonyl]-2-cyanopyrrolidine (134 mg). 

(2) The above-mentioned compound (134 mg) was dissolved in dichloromethane (3.3 mL) and trifluoroacetic acid 
(0.3 mL) was added thereto. The mixture was stirred at room temperature for 18 hr. The reaction mixture was 
concentrated under reduced pressure and diethyl ether was added to the residue. The precipitated product was 
collected by filtration to give a pale-brown powder (64 mg). This powder (64 mg) was purified by HPLC to give the 

20 title compound (8 mg) as a white solid. 

iH-NMR(DMSO-d6)51. 64-1. 86(1 H,m), 1 .86-2.37(4H,m), 2.80-3.00(1 H,m), 3.06-3.28(1 H,m) 3.42-3.69(3H,m), 
4.42-4.70(2H,m), 4.75-5.1 0(1 H,m). 6.89(1 H.s), 6.93(1 H,d,J=5.2Hz). 7.44(1 H,d,J=6.2Hz), 8.23(1 H,d,J=4.7H2), 
8.96(1 H.brs), 9.81(1H,brs). 

25 Example 18 

[0130] Synthesis of (S)-2-cyano-1-[(2S,4S)-4-(5-cyano-2-pyridyl)amino-2-pynrolidlnylcarbonyl]pyrrolidlne dihydro- 
chloride 

30 (1) The title compound (462 mg) of Reference Example 3, triethylamine (0.42 mL) and 2-chloro-5-cyanopyrldine 

(21 0 mg) were dissolved in DMF (1 0 mL), and the mixture was stirred at 90*0 for 24 hr. Water was added to the 
reaction mixture and the mixture was extracted with ethyl acetate. The extract was dried and the solvent was 
evaporated under reduced pressure. The residue was purified by silica gel chromatography to give (S)-1 -[(2S,4S)- 

1- tert-butoxycarbonyl-4-(6-cyano-2-pyridyl)amino-2-pyrrolidinylcarbonyl]-2-cyanopyrrolidlne (310 mg) as amor- 
35 phous. 

(2) The above-mentioned compound (310 mg) was dissolved in tetrahydrofuran (3 mL) and 4 mol/L hydrochloric 
acid-ethyl acetate (2 mL) was added thereto. The mixture was stood at room temperature for 1 5 hr and the solvent 
was evaporated under reduced pressure. The residue was purified by HPLC and freeze-dhed to give the title 
compound (150 mg) as amorphous. 
40 iH-NMR(DMSO-d6)61 .77-2.33(2.81 -3.23(2H,m), 4.00-5. 15(6H,m), 6.61 (1 H,d,J=8.7Hz), 7.77(1 H,d,J=8.7Hz), 7.91 

(1H,d.J=6.0Hz), 8.46(1H,s), 8.98(1H,brs), 9.91(1H,brs). 

Example 19 

45 [0131] Synthesis of (S)-1-t(2S,4R)-4-(5-cyano-2-pyridyl)amino-2-pyrrolidinylcarbonyl]-2-cyanopyrrolidine dihydro- 
chloride 

(1 ) (2S,4R)-1 -tert-Butoxycarbonyl-4-(5-cyano-2-pyridyl)aminopyrrolidine-2-carboxylic acid (title compound of Ref- 
erence Example 4, 0.73 g) and (S)-2-cyanopyn'olidine hydrochloride (0.29 g) were dissolved in DMF (10 mL), and 
50 triethylamine (0.62 mL), HOBT (0.34 g) and EDC hydrochloride (0.42 g) were successively added thereto. The 
mixture was stinted at room temperature for 15 hr. Water was added to the reaction mixture and the mixture was 
extracted with ethyl acetate. The extract was dried and evaporated under reduced pressure. The residue was 
purified by silica gel chromatography to give (S)-1-[(2S,4S)-1-tert-butoxycarbonyl-4-(5-cyano-2-pyridyl)amlno- 

2- pyrrolidinylcarbonyl]-2-cyanopyrrolidine (0.58 g) as amorphous. 

55 (2) The above-mentioned compound (0.57 g) was dissolved in 4 mol/L hydrochloric acid-1 ,4-dioxane (4 mL), and 

the mixture was stood at room temperature for 15 hr. The solvent was evaporated under reduced pressure, and 
the residue was purified by HPLC and freeze-dried to give the title compound (0.181 g) as amorphous. 
iH-NMR(DMSO-d6)51.93-2.68(6H,m), 3.13-3.70(4H,m), 4.58-5.1 0(3H,m), 6.61(1H,d,J=8,7Hz), 7.79(1H,dd, 
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J=8.7,1.8H2). 7.98(1 H.brs), 8.48(1 H,d,J=1.8Hz), 8.87(1 H.brs), 9.78(1 H,brs). 
Example 20 

5 [0132] Synthesis of (S)-2-cyano-1-[(2S,4S)-4-(6-trifluoromethyl-2-pyridyl)amlno-2-pyrrolldinylcail3onyl]pyTO 2 
trifluoroacetate 

(1) The title compound (0.924 g) of Reference Example 3, diisopropylethylamlne (1.7 mL) and 2-chloro-5-trlfluor- 
omethylpyridine (0.54 g) were dissolved In N-methyl-2-pyrrolidone (10 mL), and the mixture was stirred at 120**C 

10 for 8 hr Water was added to the reaction mixture and the mixture was extracted with ethyl acetate. The extract 

was dried and the solvent was evaporated under reduced pressure. The residue was purified by silica gel chro- 
matography to give (S)-1 -[(2S,4S)-1-tert-butoxycarbonyl-4-(5-trifluoromethyl-2-pyrldyl)amlno-2-pyn^oildinylcarbo- 
nyl]-2-cyanopyrroljdine (0.40 g) as amorphous. 

(2) The above-mentioned compound (0,40 g) was dissolved In dichloromethane (9 mL) and trifluoroacetic acid 
15 (0.9 mL) was added thereto. The mixture was stood at room temperature for 1 5 hr, and the solvent was evaporated 

under reduced pressure. The residue was purified by HPLC and freeze-dried to give the title compound (0.1 63 g) 
as amorphous. 

lH-NMR(DIVISO-d6)61.68-2.32(5H.m), 2.85-3.26(2H,m), 4.38-5.12(8H,m), 6.65(1 H,d,J=9.0H2), 7.66(1H,d, 
J=6.3H2), 7.72(1 H.dd,J=9.0,2.4H2), 8.35(1 H,s), 8.96(1 H.brs), 9.80(1 H.brs). 

20 

Example 21 

[0133] Synthesis of (S)-2-cyano-1-[(2S,4S)-4-(5-nitro-2-pyrldyl)amlno-2-pyrrolldlnylcarbonyl]pyrrolldine dihydro- 
chloride 

25 

(1) The title compound (0.462 g) of Reference Example 3, triethylamine (0.42 mL) and 2-chloro-5-nitropyridine 
(0.24 g) were dissolved in DMF (6 mL), and the mixture was stirred at lOO^C for 8 hr. Water was added to the 
reaction mixture and the mixture was extracted with ethyl acetate. The extract was dried and the solvent was 
evaporated under reduced pressure. The residue was purified by silica gel chromatography to give (S)-1 -[(2S,4S)- 

30 1-tert-butoxycarbonyl-4-(5-nltro-2-pyridyl)amlno-2-pyrrondlnylcarbonyl]-2-cyanopyrrolldlne (0.50 g) as amor- 

phous. 

(2) The above-mentioned compound (0.50 g) was dissolved in tetrahydrofuran (3 mL) and 4 mol/L hydrochloric 
acid-1 ,4-dloxane (3 mL) was added thereto. The mixture was stood at room temperature for 15 hr and the precip- 
itated solid was collected by filtration to give the title compound (0.445 g). 

35 lH-NMR(DIVISO-d6)51 .69-2.37(5H,m), 2.80-3.26(2H,m), 3.47-3.76(3H,m), 4.50-5.1 5(3H/m), 6.67(1 H,d,J=9.3Hz), 

8.18(1H,dd,J=9.3,3.0H2), 8.58(1H,s), 8.90-9.1 2(2H,m), 1 0.65(1 H,brs). 

Example 22 

40 [0134] Synthesis of (S)-2-cyano-1-[(2S,4S)-4-(3,5-dinitro-2-pyridyl)amino-2-pyrrolidinylcarbonyl]pyrrolidlne trifluor- 
oacetate 

(1) The title compound (0.928 g) of Reference Example 3, diisopropylethylamlne (1 .57 mL) and 2-chloro-3,5-dln- 
itropyridine (0.611 g) were dissolved in N-methyl-2-pyrrolidone (1 8 mL), and the mixture was stirred at room tem- 

45 perature for 2 hr. The reaction mixture was added to saturated aqueous sodium hydrogencarbonate solution, and 

the mixture was extracted with ethyl acetate. The extract was dried and the solvent was evaporated under reduced 
pressure. The residue was purified by silica gel chromatography to give (S)-1-[(2S,4S)-1-tert-butoxycarbonyl- 
4-(3,5-dlnltro-2-pyridyl)amino-2-pyrrolidlnylcarbonyl]-2-cyanopyrrolldine (1 .21 g) as a yellow oil. 

(2) The above-mentioned compound (1 .18 g) was dissolved in dichloromethane (25 mL) and trifluoroacetic acid 
so (2.5 mL) was added thereto. The mixture was stirred at room temperature for 18 hr. The reaction mixture was 

concentrated under reduced pressure and diethyl ether was added to the residue. The precipitated yellow powder 
was collected by filtration to give the title compound (1 .12 g). 

1 H-NMR(DMSO-d6)81.68-2.33(5H.m), 2.84-3.08(1 H,m), 3.32-3.68(4H,m), 4.49-4.70(1 H,m), 4.76-4.90(1 H.m). 
5.11 -5,37(1 H,m), 9.01 (IH.s), 9.04(1 H.brs), 9.25(1 H.bns), 9.28(1 H,s), 9.84(1 H.brs). 

55 

Example 23 

[0135] Synthesis of (S)-1-[(2S,4S)-4-(6-chloro-3-pyridazlnyl)amino-2-pyn'olidinylcarit)onyl]-2-cyanopyn'olldine hy- 
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drochloride 

(1) The title compound (928 mg) of Reference Example 3, dlisopropylethylamine (1 .67 mL) and 2,6-dichioropyri- 
dazine (447 mg) were dissolved in N-methyl-2-pyn'olidone (1 8 mL), and the mixture was stirred at 1 20^*0 for 5 hr. 

5 The reaction mixture was added to saturated aqueous sodium hydrogencarbonate solution, and the mixture was 

extracted with ethyl acetate. The extract was dried and the solvent was evaporated under reduced pressure. The 
residue was purified by silica gel chromatography to give (S)-1-[(2S,4S)-1-tert-butoxycarbonyl-4-(6-chloro-3-pyri- 
dazinyl)amino-2-pyrrolidinylcarbonyl]-2-cyanopyrrolidine (58 mg). 

(2) The above-mentioned compound (57 mg) was dissolved In ethyl acetate (1.0 mL) and 4 mol/L hydrochloric 
10 acid-ethyl acetate (0.2 mL) was added thereto. The mixture was stood at room temperature for 4 hr and the pre- 
cipitated solid was collected by filtration to give the title compound (31 mg). 

iH-NMR(DMSO-d6)811.69-2.35(5H,m), 2.88-3.01 (IH.m). 3.09-3.29(1 H,m), 3.50-3.70(3H,m). 4.50-4.72(2H,m), 
4.76-5.15(1 H,m), 7.00(1 H,d,J=9.3Hz) 7.48(1 H.d,J=9.3H2), 7.71(1H,brs), 9.00{1H,brs). 10.31(1H,brs). 

15 Example 24 

[0136] Synthesis of (S)-2-cyano-1 -[(2S,4S)-4-(2-pyrimidinyl)amino-2-pyrrolidlnylcafbonyl]pyn'olidlne hydrochloride 

(1) The title compound (1 .85 g) of Reference Example 3, dlisopropylethylamine (3.14 mL) and 2-chloropyrimidlne 
20 (0.687 g) were dissolved In N-methyl-2-pyrrolldone (30 mL), and the mixture was stirred at 100°C for 24 hr. The 

reaction mixture was added to saturated aqueous sodium hydrogencarbonate solution, and extracted with ethyl 
acetate. The extract was dried and the solvent was evaporated under reduced pressure. The residue was purified 
by silica gel chromatography to give (S)-1 -[(2S,4S)-1 -tert-butoxycarbonyl-4-(2-pyrimidinyl)amino-2-pyrrolidinylcar- 
bonyl]-2-cyanopyrrolidine (0.950 g) as a pale-brown powder. 
25 (2) The above-mentioned compound (0.833 g) was dissolved in ethyl acetate (2.1 6 mL) and 4 mol/L hydrochloric 

acid-ethyl acetate (2.69 mL) was added thereto. The mixture was stood at room temperature for 18 hr. The pre- 
cipitated solid was collected by filtration to give the title compound (0.626 g). 

iH-NMR(DMSO-d6)51.70-2.35(5H,m), 2.80-2.95(1 H.m), 3.10-3.30(1 H,m), 3.42-3.90(3H,m), 4. 49-4.73 (2H,m), 
4,80-5.1 4(1 H,m), 6.74(1 H,t,J=5.1 Hz), 7.67(1 H,brs). 8.38(2H,d,J=5.1Hz), 8.89(1 H.brs), 1 0.37(1 H,brs). 

30 

Example 25 

[01 37] Synthesis of (S)-2-cyano-1 -[(2S,4S)-4-(4-trlf luoromethyl-2-pyrimidinyl)amlno-2-pyrrolldinyIcarbonyl]pyn'olld- 
Ine hydrochloride 

35 

(1) The title compound (1 .85 g) of Reference Example 3, dlisopropylethylamine (3.14 mL) and 2-chloro-4-trifluor- 
omethylpyrimidine (1 .1 0 g) were dissolved in N-methyl-2-pyrrolldone (30 mL), and the mixture was stirred at room 
temperature for 1 8 hr. The reaction mixture was added to saturated aqueous sodium hydrogencarbonate solution, 
and the mixture was extracted with ethyl acetate. The extract was dried and the solvent was evaporated under 

40 reduced pressure. The residue was purified by silica gel chromatography to give (S)-1 -[(2S,4S)-1 -tert-butoxycar- 

bonyl-4-(4-trifIuoromethyl-2-pyrimidinyl)amino-2-pyrrolidinylcarbonyl]-2-cyanopyrrolidine (2.44 g). 

(2) The above-mentioned compound (2.27 g) was dissolved in ethyl acetate (4.99 mL) and 4 mol/L hydrochloric 
acid-ethyl acetate (6.24 mL) was added thereto. The mixture was stood at room temperature for 4 hr. The precip- 
itated solid was collected by filtration to give the title compound (1 .94 g). 

45 iH-NMR(DMSO-d6)61.72-2.35(5H,m), 2.78-2.99(1 H,m). 3.1 0-3.30(1 H,m), 3.36-3.88(3H,m), 4.47-4.72(2H,m), 

4.79-5.13(1 H,m), 7.11(1H,d,J=5.1H2). 8.20(1H,brs), 8.69(1 H,d,J=4.2Hz), 8.94(1H,brs), 1 0.73(1 H.brs). 

Example 26 

so [0138] Synthesis of (S)-1-[(2S,4S)-4-(2-benzoxazolyl)amino-2-pyrrolidinylcarbonyl]-2-cyanopyrrolidine hydrochlo- 
ride 

(1) (2S,4S)-4-(2-Benzoxazolyl)amino-1-tert-butoxycarbonylpyrrolidine-2-carboxylicacid (title compound of Refer- 
ence Example 5, 1.04 g) and (S)-2-cyanopyrrolidlne hydrochloride (0.40 g) were dissolved In DMF (5 mL), and 
55 triethylamine (0.84 mL), HOBT (0.51 g) and EDC hydrochloride (0.63 g) were successively added thereto. The 

mixture was stirred at room temperature for 1 5 hr. Water was added to the reaction mixture, and the mixture was 
extracted with ethyl acetate. The extract was dried and evaporated under reduced pressure. The residue was 
purified by silica gel chromatography to give (S)-1 -[(2S,4S)-4-(2-benzoxazolyl)amino-1 -tert-butoxycarbonyl-2-pyr- 
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rolidlnylcarbonyl]-2-cyanopyiTolidine (0.86 g) as amorphous. 

(2) The above-mentioned compound (0.86 g) was dissolved in 4 mol/L hydrochloric acld-1 ,4-dioxane (6 mL), and 
the mixture was stood at room temperature for 1 5 hr. The precipitated white solid was collected by filtration to give 
the title compound (0.828 g). 

5 lH-NIVlR(DMSO-d6)51.70-2.36(5H,m), 2.87-3.50(2H,m), 4.20-5.1 5(3H,m), 7.00-7.49(4H,m), 8.24-8.38(1 H,m), 

8.97(1 H.bre), 1 0.26(1 H,brs). 

Example 27 

10 [0139] Synthesis of {S)-1-[(2S,4R)-4-(2-benzoxazolyl)amlno-2-pyn'olldinylcarbonyl]-2-cyanopyrrolldine hydrochlo- 
ride 

(1) (2S,4R)-4-(2-Benzoxazolyl)amino-1-tert-butoxycarbonylpyrrolldine-2-carboxylicacld (title compound of Refer- 
ence Example 6, 1.0 g) and (S)-2-cyanopyrrolldine hydrochloride (0.38 g) were dissolved in DMF (10 mL), and 

15 triethylamine (0.81 mL), HOBT (0.49 g) and EDC hydrochloride (0.61 g) were successively added thereto. The 

mixture was stirred at room temperature for 15 hr. Water was added to the reaction mixture, and mixture was 
extracted with ethyl acetate. The extract was dried and the residue was evaporated under reduced pressure. The 
residue was purified by silica gel chromatography to give (S)-1-[(2S,4R)-4-(2-benzoxazolyl)amino-1-tert-butoxy- 
carbonyl-2-pyrrolidinylcarbonyl]-2-cyanopyrrolidine (0.91 g) as amorphous. 

20 (2) The above-mentioned compound (0.91 g) was dissolved in 4 mol/L hydrochloric acld-1 ,4-dioxane (6 mL), and 

the mixture was stood at room temperature for 1 5 hr. The precipitated white solid was collected by filtration to give 
the title compound (0.841 g). 

iH-NMR(DMSO-d6)81.93-2.73(6H,m), 3.30-3.94(4H,m), 4.36-5.1 8(3H,m), 6.96-7.50(4H,m), 8.42-9.05(2H,m), 
10.17(1 H.brs). 

25 

Example 28 

[0140] Synthesis of (S)-1-[(2S,4S)-4-(4-chlorophenylmethyl)amino-2-pyrrolldinylcarbonyl]-2-cyanopyrrolidine dihy- 
drochloride 

30 

(1) The title compound (1 .54 g) of Reference Example 3 and 4-chloroben2aldehyde (0.703 g) were dissolved in 
methanol (15 mL), and the mixture was stirred at room temperature for 1 hr. Sodium cyanoborohydride (0.315 g) 
and acetic acid (0.4 mL) were added to the reaction mixture, and the mixture was stln-ed for 1 hr. The reaction 
mixture was filtrated and the filtrate was evaporated under reduced pressure. Saturated aqueous sodium hydro- 
ps gencarbonate solution was added to the residue, and the mixture was extracted with ethyl acetate. The extract 

was dried and the solvent was evaporated under reduced pressure. The residue was purified by silica gel chro- 
matography to give (S)-1 -[(2S,4S)-1 -tert-butoxycarbonyl-4-(4-chlorophenylmethyl)amino-2-pyrrolidinylcarbonyl]- 
2-cyanopyrrolidine (1.67 g) as amorphous. 

(2) The above-mentioned compound (0.643 g) was dissolved in ethyl acetate (1.9 mL) and 4 mol/L hydrochloric 
40 acid-ethyl acetate (1 .9 mL) was added thereto. The mixture was stood at room temperature for 15 hr. The precip- 
itated solid was collected by filtration to give the title compound (0.62 g). 

iH-NMR(DMSO-d6)52.00-2.37(5H.m), 2.90-3.05(1 H.m), 3. 52-3. 73 (4H,m), 3.86-4.04(1 H.m), 4.24(2H,s), 4.48-4.54 
(1H.m), 4.80-5.1 7(1 H,m), 7.53(2H,d,J=8.4Hz). 7.66(2H,d.J=8.4Hz), 9.07(1 H.brs). 10.20(2H,brs), 1 0.72(1 H.brs). 

45 Example 29 

[0141] Synthesis of (S)-2-cyano-1-[(2S,4S)-4-(4-nitrophenylmethyl)amino-2-pyrrolidinylcarbonyl]pyrrolidine dlhy- 
drochloride 

so (1) The title compound (1.54 g) of Reference Example 3 and 4-nitrobenzaldehyde (6.801 g) were dissolved In 

methanol (15 mL), and the mixture was stirred at room temperature for 1 hr. Sodium cyanoborohydride (0.315 g) 
and acetic acid (0.4 mL) were added to the reaction mixture, and the mixture was stinted for 1 hr. The reaction 
mixture was filtrated and the filtrate was evaporated under reduced pressure. Saturated aqueous sodium hydro- 
gencariDonate solution was added to the residue and the mixture was extracted with chlorofomi. The extract was 

55 dried and the solvent was evaporated under reduced pressure. The residue was purified by silica gel chromatog- 

raphy to give (S)-1 -[(2S,4S)-1 -tert-butoxycarbonyI-4-(4-nitrophenylmethyl)amino-2-pyrro!idinylcarbonyl]-2-cyano- 
pyrrolidine (1.15 g) as amorphous. 

(2) The above-mentioned compound (1 .15 g) was dissolved in ethyl acetate (3 mL) and 4 moi/L hydrochloric acid- 
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ethyl acetate (3.3 mL) was added thereto. The mixture was stood at room temperature for 15 hr. The precipitated 
solid was collected by filtration to give the title compound (0.975 g). 

iH-NMR(DMS0-d6 )51.96-2.37(5H.m), 2.93-3.07(1 H,m), 3.66-3.75(3H,m), 3,93-4.1 0(1 H,m), 4.40(2H,s), 
4.50-4.67(1 H,m). 4.80-5.1 7(1 H.m), 7.92(2H.d,J=8.7Hz). 8.31 {2H.d.J=8.7H2). 9.10(1H,brs), 10.1 0-1 1.30(2H,m). 

5 

Example 30 

[0142] Synthesis of (S)-2-cyano-1-[{2S,4S)-4-(4-phenoxyphenylmethyl)amino-2-pyrrolidinylcarbonyl]pyrrolidine dl- 
hydrochloride 

10 

(1) The title compound (0.924 g) of Reference Example 3 and 4-phenoxybenzaldehyde (0.594 g) were dissolved 
in methanol (15 mL), and the mixture was stirred at room temperature for 1 hr. Sodium cyanoborohydride (0.189 
g) and acetic acid (0.2 mL) were added to the reaction mixture, and the mixture was stirred for 1 hr. The reaction 
mixture was evaporated under reduced pressure. Saturated aqueous sodium hydrogencarbonate solution was 

15 added to the residue and the mixture was extracted with ethyl acetate. The extract was dried and the solvent was 

evaporated under reduced pressure. The residue was purified by silica gel chromatography to give {S)-1 -[(2S,4S)- 
1 -tert-butoxycarbonyl-4-(4-phenoxyphenylmethyl)amino-2-pyrrolldinylcarbonyl]-2-cyanopyaolidlne (0.99 g) as 
amorphous. 

(2) The above-mentioned compound (0.99 g) was dissolved in ethyl acetate (2 mL) and 4 mol/L hydrochloric acid- 
20 ethyl acetate (2.5 mL) was added thereto. The mixture was stood at room temperature for 15 hr. The precipitated 

solid was collected by filtration to give the title compound (0.95 g). 

1 H-NMR(DMSO-d6)51 .95-2.38(5H,m), 2.90-3.1 6(1 H,m), 3.40-3. 70(4H,m), 3.89-4.03(1 H.m), 4.21 (2H,s), 4.50-4.67 
(1H,m), 4.80-5.1 7(1 H.m), 6.94-7.22(5H,m), 7.34-7.48(2H,m), 7.64(2H,d,J=8.4Hz), 9.10(1H,brs), 10.17(2H,brs), 
1 0.90(1 H.brs). 

25 

Example 31 

[0143] Synthesis of (S)-2-cyano-1-[(2S,4S)-4-(4-cyanophenylmethyl)amino-2-pyn'olidinylcarbonyl]pyrrolidine dlhy- 
drochloride 

30 

(1) The title compound (924 mg) of Reference Example 3 and 4-cyanobenzaidehyde (589 mg) were dissolved in 
methanol (15 mL), and the mixture was stirred at room temperature for 1 hr. Sodium cyanoborohydride (283 mg) 
and acetic acid (0.4 mL) were added to the reaction mixture, and the mixture was stirred for 1 hr. The reaction 
mixture was filtrated and the filtrate was evaporated under reduced pressure. Saturated aqueous sodium hydro- 

35 gencartDonate solution was added to the residue and the mixture was extracted with ethyl acetate. The extract was 

dried and the solvent was evaporated under reduced pressure. The residue was purified by silica gel chromatog- 
raphy to give (S)-1 -[(2S,4S)-1 -tert-butoxycartDonyl-4-(4-cyanophenylmethyl)amino-2-pyrrolidinylcart)onyl]-2-cyan- 
opyrrotidine (940 mg) as amorphous. 

(2) The above-mentioned compound (940 mg) was dissolved in ethyl acetate (3.0 mL) and 4 mol/L hydrochloric 
40 acid-ethyl acetate (2.8 mL) was added thereto. The mixture was stood at room temperature for 1 5 hr. The precip- 
itated solid was collected by filtration to give the title compound (655 mg). 

iH-NMR(DMSO-d6)51.94-2.37(6H,m), 2.89-3.09(1 H,m), 3.27-3.80(3H,m), 3.90-4.10(1 H,m), 4.23-4.44(2H,s), 
4.53-4.69(1 H.m), 4.80-5.20(1 H.m), 7.87(2H,d,J=8.4Hz), 7,94(2H.d.J=8.4H2), 9.18(1H,brs), 10.60(2H,brs). 

45 Example 32 

[01 44] Synthesis of (s)-1 -{(2S ,4S)-4-[N-(4-cyanophenylmethyl)-N-methylamino]-2-pyrrolidinylcarbonyl}-2-cyanopyr- 
rolidine dihydrochloride 

so (1 ) (S)-1 -[(2S,4S)-1 -tert-Butoxycarbonyl-4-(4-cyanophenylmethyl)amino-2-pyrrolidinylcarbonyl]-2-cyanopyn'olid- 

Ine [product of Example 31 (1 ), 1 .04 g] and 37% fomnaldehyde solution (0.7 mL) were dissolved In acetonitrite (1 5 
mL), and the mixture was stirred at room temperature for 1 hr. Sodium cyanoborohydride (0.240 g) and acetic acid 
(0.4 mL) were added to the reaction mixture, and the mixture was stirred for 1 hr. The reaction mixture was evap- 
orated under reduced pressure. Saturated aqueous sodium hydrogencarbonate solution was added to the residue 

55 and the mixture was extracted with chlorofonm. The extract was dried and the solvent was evaporated under re- 

duced pressure. The residue was purified by silica gel chromatography to give (S)-1-{(2S,4S)-1-tert-butoxycarb- 
onyl-4-[N-(4-cyanophenylmethyl)-N-methylamino]-2-pynrolidinylcari3onyl}-2-cyanopyrrolidine (0.71 g) as amor- 
phous. 
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(2) The above-mentioned compound (0.70 g) was dissolved in ethyl acetate (2.0 mL) and 4 mol/L hydrochloric 
acid-ethyl acetate (2.0 mL) was added thereto. The mixture was stood at room temperature for 15 hr. The precip- 
itated solid was collected by filtration to give the title compound (0.548 g). 

iH-NMR(DMSO-d6)52.00-2.42(5H,m), 2.59(3H,s). 2.88-3.1 8(1 H,m), 3.50-5.20(9H,m), 7.89(2H.d,J=8.1Hz), 7.97 
5 (2H,d,J=8.1Hz), 9.26(1 H.brs), 1 0.96(1 H.brs), 1 2.42(1 H.brs). 

Example 33 

[0145] Synthesis of (S)-2-cyano-1-{(2S,4S)-4-[N,N-bls(4-cyanophenylmethyl)amino]-2-pyrrolid{nylcarbonyl}pyrroli- 
10 dine dihydrochloride 

(1) The title compound (0.924 g) of Reference Example 3, 4-cyanobenzyl bromide (1 .27 g) and diisopropylethyl- 
amine (1 .6 mL) were dissolved in N-methyl-2-pyrrolidone (1 0 mL), and the mixture was stirred at room temperature 
for 15 hr. Water was added to the reaction mixture and the mixture was extracted with ethyl acetate. The extract 

15 was dried and the solvent was evaporated under reduced pressure. The residue was purified by silica gel chro- 

matography to give (S)-1 -{(2S,4S)-1 -tert-butoxycarbonyl-4-[N,N-bis(4-cyanophenylmethyl)amino]-2-pyrrolidinyl- 
carbonyl}-2-cyanopyn'olidine (1.11 g) as a white solid. 

(2) The above-mentioned compound (0.95 g) was dissolved in ethyl acetate (2.2 mL) and 4 mol/L hydrochloric- 
acid-ethyl acetate (2.2 mL) was added thereto. The mixture was stood at room temperature for 15 hr. The preclp- 

20 itated solid was collected by filtration to give the title compound (0.85 g). 

1 H-NMR(DMSO-d6)51.72-2.37(5H,m), 2.62-2.79(1 H,m). 3.06-3.43(2H,m), 3.53-4.50(8H,m), 4.80-5.1 4(1 H,m), 
7.55(4H,d,J=8.1Hz), 7.79(4H,d,J=8.1Hz). 8.90(1H,brs), 10.10(1H,brs). 

Example 34 

25 

[0146] Synthesis of (S)-2-cyano-1 -[(2S,4S)-4-(3-pyridylmethyl)amino-2-pyrrolidinylcarbonyl]pyn'olidine 3 trifluoroa- 
cetate 

(1 ) The title compound (928 mg) of Reference Example 3 and nicotinaldehyde (321 mg) were dissolved in methanol 
30 (16 mL), and the mixture was stirred at room temperature for 30 min. Sodium cyanoborohydride (189 mg) and 

several drops of acetic acid were added to the reaction mixture, and the mixture was stirred at room temperature 
for 18 hr. The reaction mixture was filtrated and the filtrate was evaporated under reduced pressure. Saturated 
aqueous sodium hydrogencarbonate solution was added to the residue and the mixture was extracted with ethyl 
acetate. The extract was dried and the solvent was evaporated under reduced pressure. The residue was purified 
35 by silica gel chromatography to give (S)-1 -[(2S,4S)-1 -tert-butoxycarbonyl-4-(3-pyridylmethyl)amino-2-pyrrolidinyl- 

carbonyl]-2-cyanopyrrolidine (591 mg). 

(2) The above-mentioned compound (557 mg) was dissolved in dichloromethane (14 mL) and trifluoroacetic acid 
(1.4 mL) was added thereto. The mixture was stood at room temperature for 18 hr. The reaction solvent was 
concentrated under reduced pressure, and diethyl ether was added to the residue. The precipitated solid was 

40 collected by filtration to give the title compound (704 mg). 

iH-NMR(DMSO-d6)51 .70-2.40(5H,m), 2.91 -3.14(1 H.m), 3.29-3.73(5H.m), 4.31 (2H,s), 4.52-4.70(1 H,m), 4.78-5.15 
(1H,m), 7.58(1 H,dd,J=7.8.5.0Hz), 8.02(1 H,d,J=7.9Hz). 8.68(1 H,dd,J=4.9,1.4Hz), 8.75(1 H,d,J=1 .7Hz). 

Example 35 

45 

[0147] Synthesis of (S)-2-cyano-1 -((2S,4S)-4-phenethy!amlno-2-pyrrolidlnylcarbonyl)pyn'oIidine 2 trifluoroacetate 

(1) The title compound (462 mg) of Reference Example 3 and phenylacetaldehyde (0.18 mL) were dissolved in 
methanol (15 mL), and the mixture was stirred at room temperature for 1 hr. Sodium cyanoborohydride (94 mg) 

so and acetic acid (0.1 mL) were added to the reaction mixture, and the mixture was stinted for 15 hr The reaction 

mixture was filtrated and the filtrate was evaporated under reduced pressure. Saturated aqueous sodium hydro- 
gencarbonate solution was added to the residue and the mixture was extracted with ethyl acetate. The extract was 
dried and the solvent was evaporated under reduced pressure. The residue was purified by silica gel chromatog- 
raphy to give (S)-1 -((2S,4S)-1 -tert-butoxycarbonyl-4-phenethylamino-2-pyn'olidlnylcarbonyl)-2-cyanopyrrolidine 

S5 (300 mg) as amorphous. 

(2) The above-mentioned compound (300 mg) was dissolved in dichloromethane (7.3 mL) and trifluoroacetic acid 
(0.73 mL) was added thereto. The mixture was stood at room temperature for 15 hr. The solvent was evaporated 
under reduced pressure, and the residue was purified by HPLC and freeze-dried to give the title compound (150 
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mg) as amorphous. 

1 H-NMR(DMSO-d6)61.85-2.38(5H,m), 2.83-3.08(3H,m), 3.15-3.74(4H,m). 3.75-5.1 8(5H,m), 7.17-7.40(5H.m), 
Example 36 

5 

[0148] Synthesis of (S)-2-cyano-1 -((2S,4S)-4-cyclohexylamino-2-pyrrolidinylcarbonyl)pyrroIidine dihydrochloride 

(1 ) The title compound (924 mg) of Reference Example 3 and cyclohexanone (0.34 mL) were dissolved in methanol 
(1 5 mL), and the mixture was stinred at room temperature for 1 hr. Sodium cyanoborohydride (200 mg) and acetic 

10 acid (0.4 mL) were added to the reaction mixture, and the mixture was stirred for 1 5 hr. The reaction mixture was 

evaporated under reduced pressure. Saturated aqueous sodium hydrogencarbonate solution was added to the 
residue and the mixture was extracted with ethyl acetate. The extract was dried and the solvent was evaporated 
under reduced pressure. The residue was purified by silica gel chromatography to give (S)-1-(2S.4S)-1-tert-bu- 
toxycarbonyl-4-cyclohexylamino-2-pyrrolidinylcarbonyi)-2-cyanopyrroIidine (440 mg) as amorphous. 

IS (2) The above-mentioned compound (430 mg) was dissolved in ethyl acetate (1 .5 mL) and 4 mol/L hydrochloric 

acid-ethyl acetate (1 .4 mL) was added thereto. The mixture was stood at room temperature for 15 hr. The precip- 
itated solid was collected by filtration to give the title compound (338 mg). 

^ H-NMR(DIVISO-d6)51.01-1.47(5H.m), 1. 54-2.38(1 OH,m). 2.88-3.07(2H,m). 3.38-3.70(4H,m). 3.96-4.1 3(1 H,m), 
4.40-4.61 (1H,m 4.80-5.14(1 H,m), 9.68(1 H.brs), 9.89(1 H.brs). 

20 

Example 37 

[0149] Synthesis of (S)-2-cyano-1 -((2S,4S)-4-diethylamino-2-pyrrolidinylcarbonyl)pyrrolldlne dihydrochloride 

25 (1) The title compound (924 mg) of Reference Example 3 and 90% aqueous acetaldehyde solution (1 .7 mL) were 

dissolved in methanol (1 5 mL), and the mixture was stirred at room temperature for 3 hr. Sodium cyanoborohydride 
(440 mg) and acetic acid (0.4 mL) were added to the reaction mixture, and the mixture was stinted for 1 hr. The 
reaction mixture was evaporated under reduced pressure. Saturated aqueous sodium hydrogencarbonate solution 
was added to the residue and the mixture was extracted with ethyl acetate. The extract was dried and the solvent 

30 was evaporated under reduced pressure. The residue was purified by silica gel chromatography to give (S)-1 -((2S, 
4S)-1-tert-butoxycarbonyl-4-diethylamino-2-pyrrolidinylcarbonyl)-2-cyanopyrro!idine (720 mg) as amorphous. 

(2) The above-mentioned compound (720 mg) was dissolved in ethyl acetate (2 mL) and 4 mol/L hydrochloric acid- 
ethyl acetate (2.5 mL) was added thereto. The mixture was stood at room temperature for 15 hr. The precipitated 
solid was collected by filtration to give the title compound (713 mg). 

35 lH-NMR(DMSO-d6)51.20-1-30(6H,m), 1.94-2.36(1H,m). 2.87-3.38(6H,m), 3.52-4.1 8(8H,m), 4.45-4.64(1 H.m), 

4.82-4.90(1 H,m), 9.38(1 H,brs), 11.30(1H,brs), 11.82(1H,brs). 

Example 38 

40 [0150] Synthesis of (S)-2-cyano-1 -[(2S,4S)-4-(1 -piperidino)-2-pyrroiidinylcarbonyl]pyrrolidine dihydrochloride 

(1) The title compound (924 mg) of Reference Example 3 and 50% aqueous glutaraldehyde solution (0.8 mL) were 
dissolved In methanol (1 5 mL), and the mixture was stirred at room temperature for 3 hr. Sodium cyanoborohydride 
(630 mg) and acetic acid (0.4 mL) were added the reaction mixture and the mixture was stirred for 1 hr. The reaction 

45 mixture was evaporated under reduced pressure. Saturated aqueous sodium hydrogencariaonate solution was 

added to the residue and the mixture was extracted with ethyl acetate. The extract was dried and the solvent was 
evaporated under reduced pressure. The residue was purified by silica gel chromatography to give (S)-1 -[(2S,4S)- 
1-tert-butoxycarbonyl-4-(1-piperidino)-2-pyrrolidinylcarbonyl]-2-cyanopynrolidine (480 mg) as amorphous. 

(2) The above-mentioned compound (470 mg) was dissolved in ethyl acetate (2 mL) and 4 mol/L hydrochloric acld- 
so ethyl acetate (1 .6 mL) was added thereto. The mixture was stood at room temperature for 15 hr. The precipitated 

solid was collected by filtration to give the title compound (485 mg). 

1 H-NMR(DMSO-d6)51 .30-1 .50(1 H,m), 1.6M.90(5H,m), 1 .99-2.32(3H,m), 2.83-3.09(2H,m), 3.31-3.80(8H,m), 
3.90-4.07(1 H,m). 4.40-4.62(1 H,m), 4.80-5.20(1 H,m), 9.27(1 H.brs), 11 .10(1H,brs). 11 .64(1 H.brs). 

55 Example 39 

[0151] Synthesis of (S)-2-cyano-1-{(2S,4S)-4-[N,N-bls(ethoxycarbonylmethyl)amino]-2-pyiTOlidinylcarbonyl}pyrroli- 
dine dihydrochloride 
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(1 ) The title compound (0.924 g) of Reference Example 3, ethyl bromoacetate (0.73 mL) and diisopropylethylamine 
(1.6 mL) were dissolved in N-methyl-2-pyrrolidone (10 mL), and the mixture was stirred at room temperature for 
1 5 hr. Water was added to the reaction mixture and the mixture was extracted with ethyl acetate. The extract was 
dried and the solvent was evaporated under reduced pressure. The residue was purified by silica gel chromatog- 

5 raphy to give (S)-1-{(2S,4S)-1-tert-butoxycarbonyl-4-[N,N-bls(ethoxycarbonylmethyl)amlno]-2-pyrrolldlnylcarbo- 

nyl}-2-cyanopyrrolldine (0.95 g) as a white solid. 

(2) The above-mentioned compound (0.80 g) was dissolved in ethyl acetate (2 mL) and 4 mol/L hydrochloric acid- 
ethyl acetate (2 mL) was added thereto. The mixture was stood at room temperature for 15 hr. The precipitated 
solid was 

10 collected by filtration to give the title compound (0.65 g). '»H-NMR(DMSO-d6)51 .19(6H,t,J=7.2Hz), 1 .57-1 .74(1 H, 

m), 1.93-2.34(4H.m). 2.96-3.42(2H,m), 3.75-4.50(1 2H,m), 4.78-5.12(1 H.m), 8.80(1H.brs), 10.1 9(1 H.brs). 

Example 40 

15 [0152] Synthesis of (S)-1-((2S,4S)-4-ben2oylamino-2-pyrrolidinylcarbonyl)-2-cyanopyn'oIidine hydrochloride 

(1) (2S,4S)-4-Ben2oylamino-1-tert-butoxycarbonylpyrrolldine-2-carboxylic acid (title compound of Reference Ex- 
ample 7, 1 . 1 g) and (S)-2-cyanopyrrolidine hydrochloride (0.44 g) were dissolved in DMF (1 0 mL), and triethylamine 
(0.98 mL), HOBT (0.54 g) and EDC hydrochloride (0.67 g) were successively added. The mixture was stin-ed at 

20 room temperature for 15 hr Water was added to the reaction mixture and the mixture was extracted with ethyl 

acetate. The extract was dried and evaporated under reduced pressure. The residue was purified by silica gel 
chromatography to give (S)-1 -((2S,4R)-4-benzoylamlno-1 ■tert-butoxycarbonyl-2-pyrrolidlnylcarbonyl)-2-cyano- 
pyrrolidine (1 .0 g) as a white solid. 

(2) The above-mentioned compound (0.91 g) was dissolved in tetrahydrofuran (3 mL) and 4 mol/L hydrochloric 
25 acid-1 ,4-dioxane (6 mL) was added thereto. The mixture was stood at room temperature for 1 5 hr. The precipitated 

white solid was collected by filtration to give the title compound (541 mg). 

lH-NMR(DMSO-d6)61.63-2.36(5H,m), 2.75-2.93((1H,m), 3.21-3.B0(4H.m), 4.51 -5.1 3(3H,m), 7.40-7.90(2H,m), 
8.52-9.00(2H,m). 1 0.06(1 H.brs). 

30 Example 41 

[0153] Synthesis of (S)-1-((2S,4R)-4-benzoylamino-2-pyn'olldinylcarbonyI)-2-cyanopyrrolidine hydrochloride 

(1) (2S,4R)-4-Benzoylamino-1-tert-butoxycarbonylpyn'olidine-2-carboxylic acid (title compound of Reference Ex- 
35 ample 8, 1 .6 g) and (S)-2-cyanopyrrolidine hydrochloride (0.63 g) were dissolved in DMF (1 0 mL), and triethylamine 

(1.32 mL), HOBT (0.79 g) and EDC hydrochloride (0.99 g) were successively added. The mixture was stln-ed at 
room temperature for 15 hr. Water was added to the reaction mixture and the mixture was extracted with ethyl 
acetate. The extract was dried and evaporated under reduced pressure. The residue was purified by silica gel 
chromatography to give (S)-1 -((2S,4R)-4-ben2oylamlno-1 -tert-butoxycarbonyl-2-pyrrolldinylcarbonyl)-2-cyano- 
40 pyrrolidine (1 .2 g) as a white solid. 

(2) The above-mentioned compound (0.97 g) was dissolved in 4 mol/L hydrochloric acid-1 ,4-dioxane (6 mL). The 
mixture was stood at room temperature for 1 5 hr. The precipitated white solid was collected by filtration to give the 
title compound (0.814 g). 

^ H-NMR(DMSO-d6)81.96-2.65(6H.m), 3.23-3.71 (4H,m), 4.42-5.1 5 (3H,m), 7.51 -7.97(5H,m), 8.67-9.03(2H,m), 
45 9.92(1 H,brs). 

Example 42 

[0154] Synthesis of (S)-1-[(2S,4S)-4-(4-chlorobenzoyl)amino-2-pyrrolidinylcarbonyl]-2-cyanopyrrolldine hydrochlo- 
so ride 

(1) The title compound (462 mg) of Reference Example 3 and triethylamine (0.42 mL) were dissolved in dichlo- 
romethane (30 mL), and 4-chlorobenzoyI chloride (0.1 9 mL) was added under ice-cooling. The mixture was stin-ed 
at room temperature for 24 hr. Water was added to the reaction mixture and the mixture was extracted with dichlo- 

55 romethane. The extract was dried and evaporated under reduced pressure. The residue was purified by silica gel 

chromatography to give (S)-1 -[(2S,4S)-1 -tert-butoxycarbonyl-4-(4-chlorobenzoyl)amino-2-pyrrolidinylcarbonyl]- 
2-cyanopyrrolldine (617mg) as amorphous. 

(2) The above-mentioned compound (610 mg) was dissolved in tetrahydrofuran (4 mL) and 4 mol/L hydrochloric 
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acicl*1 ,4-dloxane (3.4 mL) was added thereto. The mixture was stirred at room temperature for 24 hr. The solvent 
was evaporated under reduced pressure, and the concentrate was purified by HPLC and freeze-dried to give the 
title compound (340 mg) as amorphous. 

iH-NMR(DMSO-d6)51 .87-2.34(6H.m). 2.78-2.93(1 H.m). 3.20-3.76(4H.m), 4.54-4.72(2H.m), 4.85(1 H.dd, 
5 J=7.8,4.7Hz), 7.5B(2H,d,J=8.5Hz), 7.86(2H,d.J=8.5Hz), 8.70(1 H.d,J=6.8Hz), 8.88(1 H,brs), 9.74(1 H.brs). 

Example 43 

[01 55] Synthesis of (S)-2-cyano-1 -[(2S,4S)-4-(4-trifluoromethylbenzoyl)amino-2-pyrrolidinylcarbonyl]pyrrolidlne hy- 
10 drochloride 

(1 ) The title compound (462 mg) of Reference Example 3,4-trifluoromethylbenzoic acid (285 mg) and triethylamine 
(0.42 mL) were dissolved in DMF (30 mL), and HOBT (241 mg) and EDC hydrochloride (302 mg) were successively 
added under ice-cooling. The mixture was stinted at room temperature for 22 hr. The solvent was evaporated under 

15 reduced pressure, and saturated aqueous sodium hydrogencarbonate solution was added to the concentrate. The 

mixture was extracted with ethyl acetate. The extract was washed with brine, dried and evaporated under reduced 
pressure. The residue was purified by silica gel chromatography to give (S)-1-[(2S,4S)-1-tert-butoxycarbonyl- 
4-{4-trifluoromethyIbenzoyl)amino-2-pyrrolidinylcarbonyl]-2-cyanopyrrolidine (640 mg) as a colorless oil. 

(2) The above-mentioned compound (640 mg) was dissolved in tetrahydrofuran (15 mL) and 4 moi/L hydrochloric 
20 acld-1 ,4-dioxane (3.3 mL) was added thereto. The mixture was stirred at room temperature for 24 hr. The solvent 

was evaporated under reduced pressure and the concentrate was purified by HPLC and freeze-dried to give the 
title compound (163 mg) as amorphous. 

lH-NMR(D(VISO-d6)61.92-2.37(5H,m). 2.82-2.96(1 H,m), 3.24-3.65(4H,m), 4.67-4.76(2H,m). 4.89(1H,dd. 
J=7.8,4.7),7.90(2H,d,J=8.2Hz), 8.06(2H.d,J=8.2Hz), 8.90(1 H,d.J=6.7Hz). 9.0-1 0.0(2H,m). 

25 

Example 44 

[0156] Synthesis of (S)-2-cyano-1-[(2S,4S)-4-(4-cyanobenzoyl)amino-2-pyn'olidinylcarbonyl]pyn^olidine hydrochlo- 
ride 

30 

(1) The title compound (462 mg) of Reference Example 3, 4-cyanobenzoic acid (221 mg) and triethylamine (0.42 
mL) were dissolved in DMF (30 mL), HOBT (241 mg) and EDC hydrochloride (302 mg) were successively added 
under ice-cooling. The mixture was stirred at room temperature for 21 hr. The solvent was evaporated under 
reduced pressure, and saturated aqueous sodium hydrogencarbonate solution was added to the concentrate. The 

35 mixture was extracted with ethyl acetate. The extract was washed with brine, dried and evaporated under reduced 

pressure. The residue was purified by silica gel chromatography to give (S)-1-[(2S,4S)-1-tert-butoxycarbonyl- 
4-(4-cyanobenzoyl)amino-2-pyrrolidinylcarbonyl]-2-cyanopyrrolidine (648 mg) as amorphous. 

(2) The above-mentioned compound (548 mg) was dissolved in tetrahydrofuran (15 mL) and 4 mol/L hydrochloric 
acid-1 ,4-dioxane (3,1 mL) was added thereto. The mixture was stirred at room temperature for 5 days. The solvent 

40 was evaporated under reduced pressure, and the concentrate was purified by HPLC and freeze-dried to give the 

title compound (177 mg) as amorphous, 

lH-NMR(DMSO-d6)61 .93-2.36(5H,m), 2.80-2.96(1 H.m), 3.26-3.68(4H,m), 4.58-4.76(2H,m), 4.88(1 H,dd, 
J=7.7,4.8Hz), 8.00(4H,s), 8.93(1 H,d,J=6.6Hz), 9.0-1 0.0(2H,m). 

45 Example 45 

[0157] Synthesis of (S)-2-cyano-1 -((2S,4S)-4-nicotinoylamino-2-pyn^olidinylcarbonyl)pyrro!idine 2 trif luoroacetate 

(1) The title compound (462 mg) of Reference Example 3 and triethylamine (0.63 mL) were dissolved in tetrahy- 
50 drofuran (1 0 mL), and nicotinoyi chlonde hydrochloride (285 mg) was added thereto. The mixture was stirred at 

room temperature for 15 hr. Water was added to the reaction mixture and the mixture was extracted with ethyl 
acetate. The extract was dried and the solvent was evaporated under reduced pressure. The residue was purified 
by silica gel chromatography to give (S)-1-((2S,4S)-1-tert-butoxycarbonyl-4-nicotinoylamino-2-pyrrolidiny!carbo- 
nyl)-2-cyanopyrrolidine (190 mg) as amorphous. 
55 (2) The above-mentioned compound (180 mg) was dissolved in dichloromethane (5 mL), and trifluoroacetic acid 

(0.5 mL) was added thereto. The mixture was stood at room temperature for 15 hr. The solvent was evaporated 
under reduced pressure, and the residue was purified by HPLC and freeze-dried to give the title compound (96 
mg) as amorphous. 
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iH-NMR(DMSO'd6)51.86-2.36(5H,m). 2.80-2.97(1 H,m), 3.24-3.68(4H,m), 4.49-5. 13(3H,m), 7.58(1 H,dd, 
J=7.8,4.8H2), 8.24(1 H,d,J=7.8Hz), 8.76(1 H,d,J=4.8Hz), 8.87(1 H,d,J=6.6Hz), 9.03(1H,s). 9.93(1H,brs). 

Example 46 

5 

[0158] Synthesis of (S)-2-cyano-1 -((2S,4S)-4-isonicotinoylamino-2-pyrrolidlnylcarbonyl)pyrrolidine 2 tri^ 

(1) The title compound (462 mg) of Reference Example 3 and triethylamine (0.63 mL) were dissolved in tetrahy- 
drofuran (10 mL), and isonicotinoyt chloride hydrochloride (285 mg) was added thereto. The mixture was stinred 

*o at room temperature for 1 5 hr. Water was added to the reaction mixture and the mixture was extracted with ethyl 

acetate. The extract was dried and the solvent was evaporated under reduced pressure. The residue was purified 
by silica gel chromatography to give (S)-1-((2S,4S)-1-tert-butoxycarbonyl-4-lsonicotlnoylamino-2-pyrrolldlnylcar- 
bonyl)-2-cyanopyrrolidine (670 mg) as amorphous. 

(2) The above-mentioned compound (650 mg) was dissolved in dichtoromethane (16 mL) and trifluoroacetic acid 
15 (1 .6 mL) was added thereto. The mixture was stood at room temperature for 15 hr. The solvent was evaporated 

under reduced pressure, and the residue was purified by HPLC and freeze-dried to give the title compound (412 
mg) as amorphous. 

1 H-NMR(DMSO-d6)51 .87-2.36(5H,m), 2.79-2.96(1 H,m), 3,20-3.68(4H,m), 4.48-5.1 5(3H,m). 7.80(2H,d,J=6.0Hz), 
8.70-9.1 3(4H.m), 9.93(1 H.brs). 

20 

Example 47 

[0159] Synthesis of (S)-2-cyano-1 -((2S,4S)-4-glycylamino-2-pyrrolldinylcarbonyl)pyrrolidine dihydrochloride 

25 (1) The title compound (464 mg) of Reference Example 3 and N-methylmorpholine (0.16 mL) were dissolved In 

tetrahydrofuran (10 mL). and isobutyl chlorofomnate (0.19 mL) was added thereto at -20**C. The mixture was stirred 
for 30 min, and a solution of N-tert-butoxycarbonylglycine (463 mg) and triethylamine (0.21 mL) in DMF (3 mL) 
was added thereto at -20°C. The mixture was stirred at room temperature for 20 hr Saturated aqueous sodium 
hydrogencarbonate solution was added to the reaction mixture and the mixture was extracted with ethyl acetate. 

30 The extract was washed with brine, dried and evaporated under reduced pressure. The residue was purified by 
silica gel chromatography to give (S)-1-[(2S,4S)-1-tert-butoxycarbonyl-4-(N-tert-butoxycarbonylglycyl)amino- 
2-pyrrolidinylcarbonyl]-2-cyanopyrrolidine (680 mg) as amorphous. 

(2) The above-mentioned compound (360 mg) was dissolved in 1 ,4-dioxane (1 mL) and 4 moI/L hydrochloric acid- 
1 ,4-dioxane (4 mL) was added thereto. The mixture was stirred at room temperature for 4 hr. The precipitated solid 
35 was collected by filtration to give the title compound (262 mg) as a white solid. 

^H-NMR(DMSO-d6)61 .7-2.3(5H,m), 2.78(1 H,m), 3.5(2H,m), 4.26-4.60(2H.m), 4.84(1 H,dd,J=7.9,4.6Hz), 8.24(3H, 
brs), 8.7-9.1 (2H,m), 1 0.71 (1 H,brs). 

Example 48 

40 

[01 60] Synthesis of (S)-2-cyano-1 -[(2S,4S)-4-(ethoxyoxatyl)amino-2-pyrrolldinylcarbonyl]pyrrolidine trif luoroacetate 

(1) The title compound (464 mg) of Reference Example 3 and triethylamine (0.63 mL) were dissolved in tetrahy- 
drofuran (10 mL), and ethyl chloroglyoxylate (0.18 mL) was added thereto under ice-cooling. The mixture was 

45 stirred for 2 hr and the solvent was evaporated under reduced pressure. Saturated aqueous sodium hydrogencar- 

bonate solution was added to the concentrate and the mixture was extracted with ethyl acetate. The extract was 
washed with brine and dried. The solvent was evaporated under reduced pressure and the residue was purified 
by silica gel chromatography to give (S)-1 -[(2S,4S)-1 -tert-butoxycarbonyl-4-(ethoxyoxalyl)amino-2-pyrrolidinylcar- 
bonyl]-2-cyanopyrrolidine (615 mg) as amorphous. 

50 (2) The above-mentioned compound (492 mg) was dissolved in acetonltrile (10 mL), and trifluoroacetic acid (2 

mL) was added thereto under ice-cooling. The mixture was stood at room temperature for 28 hr. The solvent was 
evaporated under reduced pressure, and the residue was purified by HPLC and freeze-dried to give the title com- 
pound (168 mg) as amorphous. 

iH-NMR(DMSO-d6)51.27(3H,t,J=7.1H2), 1 .82-2.35(5H,m). 2.82(1 H,m), 3.26(1 H,dd,J=1 1.5.7.1 Hz), 3.45(1 H.dd, 
55 J=11. 5,7.1 Hz), 3.5(2H,m), 4.24(2H,q,J=7.1Hz), 4.43-4.62(2H.m), 4.85(1 H,dd,J=7.8,4.8Hz), 8.89(1 H.brs), 9.18 

(1H,d,J=7.8Hz). 9.78(1 H.brs). 
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Example 49 

[0161] Synthesis of (S)-2-cyano-1 -[(2S,4S)-4-(4-pyridy!)oxy-2-pyrroljdinylcarbonyl]pyrrolidine dihydrochloride 

5 (1) The title compound (464 mg) of Reference Example 2, 4-hydroxypyridine (144 mg) and triphenylphosphine 

(393 mg) were dissolved in tetrahydrofuran (20 mL), and 40% toluene solution (0.71 mL) of diethyl diazodicarbo- 
xylate was added thereto. The mixture was stirred for 9 days. The solvent was evaporated under reduced pressure, 
and the concentrate was purified by HPLC and freeze-dried to give (S)-1-[(2S,4S)-1-tert-butoxycarbonyl-4-(4-py- 
ridyl)oxy-2-pyrrolidinylcarbonyl]-2-cyanopyrrolidine (178 mg) as amorphous. 

10 (2) The above-mentioned compound (173 mg) was dissolved in ethyl acetate (1 .0 mL) and 4 mol/L hydrochloric 

acid-ethyl acetate (0.6 mL) was added thereto. The mixture was stood at room temperature for 5 hr. The precipitated 
white solid was collected by filtration to give the title compound (159 mg). 

iH-NMR(DMSO-d6)51.73-2.42(5H,m), 2.87-3.03(1 H,m), 3.2-3.8(4H,m), 4.66-4.87(2H,m), 5.53-5.67(m,1H),7.52 
(1H,d,J=7.2Hz), 8.78(1 H,d,J=7.2Hz), 8.81(1H,d,J=7.2Hz), 8.96(1 H.brs), 1 0.86(1 H,brs). 

15 

Example 50 

[0162] Synthesis of (S)-1*[(2S,4S)-4-(4-aminobenzoyl)oxy-2-pyrrolidinylcarbonyl]-2-cyanopyn'olidine dihydrochlo- 
ride 

20 

(1) The title compound (619 mg) of Reference Example 1 and triethylamine (0.84 mL) were dissolved in dichlo- 
romethane (1 0 mL), and 4-nitrobenzoyl chloride (557 mg) and 4-dimethylaminopyridine (24 mg) were added there- 
to. The mixture was stirred at room temperature for 1 4 hr. Saturated aqueous sodium hydrogencarbonate solution 
was added to the reaction mixture and the mixture was extracted with chloroform. The extract was washed with 

25 brine and dried. The solvent was evaporated under reduced pressure, and the residue was purified by silica gel 

chromatography and recrystalllzed from ethyl acetate-hexane to give (S)-1 -[(2S,4S)-1 -tert-butoxycarbonyl-4-(4-nl- 
trobenzoyl)oxy-2-pyrrolldinyIcarbonyl]-2-cyanopyrrolidine (800 mg) as pale-brown crystals. 

(2) The above-mentioned compound (600 mg) was dissolved in ethyl acetate (1 5 mL), and the mixture was stired 
under a hydrogen atomosphere (1 atm) in the presence of 10% palladium/carbon (123 mg) for 3 hr. The reaction 

30 mixture was filtrated and the filtrate was concentrated under reduced pressure. The residue was crystallized from 

ethyl acetate-hexane to give (S)-1 -[(2S,4S)-4-(4-aminobenzoyl)oxy-1 -tert-butoxycarbonyl-2-pyrrolidlnylcarbonyl]- 
2-cyanopyrrolidine (96 mg) as white crystals. 

(3) The above-mentioned compound (518 mg) was dissolved in ethyl acetate (1.2 mL) and 4 mol/L hydrochloric 
acid-ethyl acetate (1 .5 mL) was added thereto. The mixture was stood at room temperature for 15 hr. The precip- 

35 itated pale-brown solid was collected by filtration to give the title compound (378 mg). 

lH-NMR(DIVISO-d6)61 .97-2.3B(5H.m), 2.76-2.88(1 H,m), 3.40-3.70(4H,m), 4.63-4.76(1 H,m), 4.88(1 H.dd, 
J=7.9,5.3Hz), 5.42-5.50(m,1H),6.71(1H,d,J=8.7Hz), 7.72(1 H,d,J=8.7Hz); 8.88(1H,brs), 1 0.84(1 H,brs). 

Example 51 

40 

[0163] Synthesis of (S)-2-cyano-1 -((2S,4S)-4-nicotinoyloxy-2-pyn'olidinylcarbonyl)pyrrolidine dihydrochloride 

(1) The title compound (619 mg) of Reference Example 1 and triethylamine (0.84 mL) were dissolved in dichlo- 
romethane (10 mL), and nicotinoyl-chloride hydrochloride (534 mg) and 4-dimethylaminopyridine (23 mg) were 

45 added thereto. The mixture was stinted at room temperature for 15 hr. Saturated aqueous sodium hydrogencar- 

bonate solution was added to the reaction mixture and the mixture was extracted with chlorofonn. The extract was 
washed with brine and dried. The solvent was evaporated under reduced pressure and the residue was purified 
by silica gel chromatography and recrystalllzed from ethyl acetate-hexane to give (S)-1 -((2S,4S)-1 -tert-butoxycar- 
bonyl-4-nicotinoyloxy-2-pyrrolidlnylcarbonyl)-2-cyanopyrrolidine (731 mg) as pale-yellow crystals. 

so (2) The above-mentioned compound (41 4 mg) was dissolved In ethyl acetate (2 mL) and 4 mol/L hydrochloric acid- 

ethyl acetate (1 .25 mL) was added thereto. The mixture was stood at room temperature for 1 8 hr. The precipitated 
white solid was collected by filtration to give the title compound (524 mg). 

1 H-NMR(DMSO-d6)51.97-2.45(5H,m), 2.81 -2.96(1 H,m), 3.45-3.85(4H,m), 4.67-4.78(1 H,m). 4.86(1 H.dd, 
J=7.9,5.0Hz), 5.60-5.67(m,1H),7,65(1H.dd,J=8.0,6.1Hz), 8.40-8.47(1 H,m). 8.88(1 H,dd,J=5.0,1.6Hz). 9.02(1 H, 
55 brs), 9.17(1H,d,J=1.8Hz), 1 0.94(1 H,brs). 
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Example 52 

[0164] Synthesis of {S)-2-cyano-1 -((2S,4S)-4-isonlcotinoyloxy-2-pyrrolidinylcarbonyl)pyrrolldine dihydrochloride 

5 (1) The title compound {752 mg) of Reference Example 1 and triethylamine (0.84 mL) were dissolved in dichlo- 

romethane (10 mL), and isonicotinoyl chloride hydrochloride (712 mg) and 4-dimethylaminopyridine (40 mg) were 
added thereto. The mixture was stirred at room temperature for 22 hr. Saturated aqueous sodium hydrogencar- 
bonate solution was added to the reaction mixture, and the mixture was extracted with chloroform. The extract 
was washed with brine and dried. The solvent was evaporated under reduced pressure. The residue was purified 

10 by silica gel chromatography and crystallized from diethyl ether to give (S)-1-((2S,4S)-1-tert-butoxycarbonyl- 

4-isonicotlnoyloxy-2-pyrrolidinylcarbonyl)-2-cyanopyn'olldine (576 mg) as white crystals. 
(2) The above-mentioned compound (414 mg) was dissolved in ethyl acetate (1 .0 mL) and 4 mol/L hydrochloric 
acid-ethyl acetate (1 .25 mL) was added thereto. The mixture was stood at room temperature for 18 hr. The pre- 
cipitated white solid was collected by filtration to give the title compound (458 mg). 

15 lH-NMR(DMSO-d6)51.97-2.47(5H,m), 2.79-2.92(1 H,m), 3.5-3.8(4H.m), 4.68-4.81(1 H,m), 4.87(1H,dd, 

J=7.9,5.3H2), 5.60-5.67(m,1H),7.97(2H,d,J=6.0Hz), 8.83(2H,d,J=6.0Hz), 8.97(1 H,brs), 1 0.98(1 H.brs). 

Exanfiple 53 

20 [0165] Synthesis of 3-((2S,4S)-4-amino-2-pyrrolidinylcarbonyl)-1 ,3-thiazolidine dihydrochloride 

[0166] 3-((2S,4S)-4-Amino-1-tert-butoxycarbonyl-2-pyrrolldinylcarbonyl)-1,3-thia2olidine (title compound of Refer- 
ence Example 10, 400 mg) was dissolved In ethyl acetate (3.0 mL), and 4 mol/L hydrochloric acid-ethyl acetate (3.75 
mL) was added thereto. The mixture was stood at room temperature for 3 hr. The reaction mixture was concentrated 
under reduced pressure, and the residue was dissolved in ethanol (100 mL). Activated carbon (0.4 g) was added 

25 thereto and the activated carbon was filtered off. The flttrate was concentrated and diethyl ether was added thereto. 
The precipitated solid was collected by filtration to give the title compound (28.8 mg) as a white powder 
lH-NMR(DMSO-d6)51 .85-2.06(1 H,m), 2.71-2.93(1 H,m) 2.99-3.20(2H,m), 3.40-3.98(5H,m), 4.37-4.78(3H,m), 8.86 
(SH.brs). 

30 Example 54 

[0167] Synthesis of 3-[(2S,4S)-4-(4-cyanophenyl)amino-2-pyrrolidinyIcarbonyl]-1 ,3-thiazolidine hydrochloride 

(1) The title compound (1810 mg) of Reference Example 10, diisopropylethylamine (3.14 mL) and 4-fluoroben- 
35 zonitrile (727 mg) were dissolved in N-methyl-2-pyrrolidone (1 8 mL), and the mixture was stirred at 1 00**C for 24 

hr. The reaction mixture was poured into saturated aqueous sodium hydrogencarbonate solution, and the mixture 
was extracted with ethyl acetate. The extract was dried and the solvent was evaporated under reduced pressure. 
The residue was purified by silica gel chromatography to give 3-[(2S,4S)-1-tert-butoxycarbonyl-4-(4-cyanophenyl) 
amino-'2-pyrrolidiny!carbonyl]-1 ,3-thiazolidine (170 mg) as a pale-brown oil. 
40 (2) The above-mentioned compound (1 70 mg) was dissolved in ethyl acetate (0.42 mL) and 4 mol/L hydrochloric 

acid-ethyl acetate (0.53 mL) was added thereto. The mixture was stin'ed at room temperature for 1 8 hr. The pre- 
cipitated solid was collected by filtration to give the title compound (69.3 mg) as a pale-brown powder. 
iH-NMR(DIVISO-de)51 .64-1 .80(1 H.m). 2.84-3.20(4H.m), 3.45-3.96(3H,m). 4.15-4.34(1 H,m 4.39-4. 78(3H.m), 6.70 
(2H,d.J=8.8Hz). 6.85-7.01 (1H,m). 7.52(1 H,d,J=8.7H2). 9.45(2H,brs). 

45 

Example 55 

[01 68] Synthesis of 3-[(2S,4S)-4-(4-nitrophenyl)amino-2-pyrrolidinylcarbonyl]-1 ,3-thlazolidlne hydrochloride 

50 (1 ) The title compound (904 mg) of Reference Example 1 0, diisopropylethylamine (1 .57 mL) and 4-fluoronitroben- 

zene (423 mg) were dissolved In N-methyl-2-pynrolldone (9 mL), and the mixture was stirred at 80''C for 24 hr. The 
reaction mixture was poured into saturated aqueous sodium hydrogencarbonate solution, and the mixture was 
extracted with ethyl acetate. The extract was dried and the solvent was evaporated under reduced pressure. The 
residue was purified by silica gel chromatography to give 3-[(2S,4S)-1 -tert-butoxycarbonyl-4-(4-nitrophenyl)amino- 

55 2-pyrroIidinylcarbonyl]-1 ,3-thiazolidine (91 9 mg) as yellow amorphous. 

(2) The above-mentioned compound (795 mg) was dissolved in ethyl acetate (3.8 mL) and 4 mol/L hydrochloric 
acid-ethyl acetate (2.4 mL) was added thereto. The mixture was stirred at room temperature for 18 hr. The pre- 
cipitated solid was collected by filtration to give the title compound (647 mg) as a yellow powder 
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^H-NMR(DMSO-d6)61 .68-1 .87(1 H,m), 2.88-3.30(4H,m), 3.48-3.98(3H,m), 4.24-4. 80(4H,m), 6.72(2H,d,J=9.3Hz), 
7.40-7.56(1 H,m), 8.04(2H,d,J=7.5Hz), 9.61(2H,brs). 

Example 56 

5 

[0169] Synthesis of 3-[(2S,4S)-4-(4-methanesulfonyIphenyl)amino-2-pyrroljdinylcarbonyl)-1,3-thiazolidine hydro- 
chloride 

(1) The title compound (904 mg) of Reference Example 10, diisopropylethylamine (1 .57 mL) and 4-fluorophenyl 

10 methyl sulfone (523 mg) were dissolved in N-methyl-2-pyrrolidone (9 mL), and the mixture was stirred at 100°C 

for 18 hr. The reaction mixture was poured into saturated aqueous sodium hydrogencarbonate solution, and the 
mixture was extracted with ethyl acetate. The extract was dried and the solvent was evaporated under reduced 
pressure. The residue was purified by silica gel chromatography to give 3-[(2S,4S)-1-tert-butoxycarbonyl- 
4-(4-methanesulfonylphenyl)amino-2-pyrrolidinylcarbonyl]-1 ,3-thia2olldine (27 mg). 

IS (2) The above-mentioned compound (27 mg) was dissolved In ethyl acetate (0.2 mL) and 4 mol/L hydrochloric 

acid-ethyl acetate (0.1 mL) was added thereto. The mixture was stirred at room temperature for 18 hr. The pre- 
cipitated solid was collected by filtration to give the title compound (19.4 mg). 

iH-NMR(DMSO-d6)51. 65-1. 82(1 H,m), 2.89-3.23(7H,m), 3.49-3.98(3H.m), 4.18-4.78(4H,m), 6.74(2H,d,J=9.0Hz), 
6.80-6.92(1 H,m), 6.63(2H,d,J=9.0Hz), 9.30(2H.brs). 

20 

Example 57 

[0170] Synthesis of 3-[(2S,4S)-4-(2-cyanophenyl)amino-2-pyrrolidinylcarbonyl]-1 ,3-thlazolidine hydrochloride 

25 (1) The title compound (1810 mg) of Reference Example 10, diisopropylethylamine (3.14 mL) and 2-fluoroben- 

zonitrile (727 mg) were dissolved in NH7iethyl-2-pyrroildone (18 mL), and the mixture was stirred at SO^'C for 32 
hr. The reaction mixture was poured into saturated aqueous sodium'hydrogencarbonate solution, and the mixture 
was extracted with ethyl acetate. The extract was dried and the solvent was evaporated under reduced pressure. 
The residue was purified by silica gel chromatography to give 3-[(2S,4S)-1 -tert-butoxycarbonyl-4-(2-cyanophenyl) 

30 amlno-2-pyrolidlnylcarbonyl]-1 ,3-thiazolidine (88 mg). 

(2) The above-mentioned compound (88 mg) was dissolved In ethyl acetate (0.4 mL) and 4 moI/L hydrochloric 
acid-ethyl acetate (0.3 mL) was added thereto. The mixture was stirred at room temperature for 18 hr. The pre- 
cipitated solid was collected by filtration to give the title compound (25 mg). 

iH-NMR(DMSO-d6)51 .74-1 .95(1 H,m), 2.85-3. 16(3H,m), 3.30-3.92(4H,m), 4.27-4.79(4H.m), 6.15-6.27(1 H,m), 
35 6.77(1 H,t,J=7.5Hz). 6.87(1 H,d, J=8.4Hz), 7.38-7.59(2H,m), 8.90(1 H.brs), 1 0.80(1 H,brs). 

Example 58 

[0171] Synthesis of 3-[(2S,4S)-4*(5-cyano-2-pyridyl)amino-2-pyrrolidinylcarbonyl]-1 ,3-thiazo)idine dihydrochloride 

40 

(1 ) The title compound (904 mg) of Reference Example 1 0, diisopropylethylamine (1 .57 mL) and 2-chloro-5-cyan- 
opyridine (416 mg) were dissolved in N-methyl-2-pyrrolidone (9 mL), and the mixture was stirred at 80''C for 18 
hr. The reaction mixture was added to saturated aqueous sodium hydrogencarbonate solution, and the mixture 
was extracted with ethyl acetate. The extract was'dried and the solvent was evaporated under reduced pressure. 

45 The residue was purified by silica gel chromatography to give 3-[(2S,4S)-1 -tert-butoxycarbonyl-4-(5-cyano-2-py- 

ridyl)amino-2-pyrrolidinylcarbonyl]-1 ,3-thiazolidine (807 mg) as white amorphous. 

(2) The above-mentioned compound (711 mg) was dissolved in ethyl acetate (1 .76 mL) and 4 mol/L hydrochloric 
acid-ethyl acetate (2.20 mL) was added thereto. The mixture was stood at room temperature for 18 hr. The pre- 
cipitated solid was collected by filtration to give the title compound (709 mg) as a white powder. 

so iH-NMR(DMSO-d6)61 .74-1.94(1 H,m), 2.78-2.94(1 H.m), 2.97-3.26(3H,m), 3.40-3.77(3H,m), 4.40-4.80(4H,m), 

6.64(1 H,d.J=9.0Hz). 7.77(1 H,dd,J=8.7,2.4Hz), 8.08(1 H.brs). 8.46(1 H,d,J=1 .8Hz), 8.86(1 H.brs). 1 0.37(1 H.brs). 

Example 59 

S5 [01 72] Synthesis of 3-[(2S,4S)-4-(3,4-dicyanophenyl)amino-2-pyn'olidinylcarbonyl]-1 ,3-thlazolidine hydrochloride 

(1) The title compound (0.904 g) of Reference Example 10, diisopropylethylamine (1 .57 mL) and 4-fluorophthaio- 
nitrile (0.438 g) were dissolved in N-methyl-2-pyrrolidone (9 mL), and the mixture was stirred at 80°C for 4 hr. The 
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reaction mixture was poured into saturated aqueous sodium hydrogencarbonate solution, and the mixture was 
extracted with ethyl acetate. The extract was dried and the solvent was evaporated under reduced pressure. The 
residue was purified by silica gel chromatography to give 3-[(2S,4S)-1-tert-butoxycarbonyl-4-(3,4-dicyanophenyl) 
amino-2-pyrrolidlnylcarbonyl]-1 ,3-thiazolidine (1 .08 g) as white amorphous. 
5 (2) The above-mentioned compound (0.924 g) was dissolved in ethyl acetate (2.16 mL) and'4 mol/L hydrochloric 

acid-ethyl acetate (2.70 mL) was added thereto. The mixture was stirred at room temperature for 18 hr. The pre- 
cipitated solid was collected by filtration to give the title compound (0.782 g) as a yellow powder. 
iH-NiVlR(DMSO-d6)61 .66-1 .84(1 H,m), 2.90-3.27(4H,m), 3.49-3.95(3H.m), 4.20-4.40(1 H,m). 4.40-5.79(3H.m), 
7.00(1 H,dd,J=:8.7,2.4Hz), 7.22(1H,s), 7.52-7.67(1 H.m), 7.76(1 H.d,J=9.0Hz). 

10 

Example 60 

[0173] Synthesis of 3-[(2S,4S)-4-(3-chloro-4-cyanophenyl)amino-2-pyrrolidlnylcarbonyi]-1 ,3-thia2olidine hydrochlo- 
ride 

15 

(1) The title compound (0.904 g) of Reference Example 10, diisopropylethylamine (1 .57 mL) and 2-chloro-4-fluor- 
obenzonitrile (0.467 g) were dissolved in N-methyi-2-pyn'olidone 9 mL), and the mixture was stinted at 80'C for 8 
hr. The reaction mixture was poured Into saturated aqueous sodium hydrogencartonate solution, and the mixture 
was extracted with ethyl acetate. The extract was dried and the solvent was evaporated under reduced pressure. 

20 The residue was purified by silica gel chromatography to give 3-[(2S,4S)-1 -tert-butoxycarbonyl-4-(3-chloro-4-cy- 

anophenyl)amino-2-pyrrolidinylcarbonyi]-1 ,3-thiazolidine (0.630 g) as a colorless transparent oil. 

(2) The above-mentioned compound (0.630 g) was dissolved In ethyl acetate (2.88 mL) and 4 mol/L hydrochloric 
acid-ethyl acetate (1 .80 mL) was added thereto. The mixture was stirred' at room temperature for 18 hr, and the 
precipitated solid was collected by filtration to give the title compound (0.465 g) as a white powder 

25 1 H-NMR(DMSO-d6)51.65-1.81(1H,m), 2.84-2.99(1 H,m), 2.99-3.22(3H,m), 3.48-3.95(3H,m), 4.1 6-4.37(1 H,m), 

4.39-478(3H,m), 6.68(1 H,dd,J=8.7,2. 1Hz), 6.85(1 H,d,J=1.8Hz), 7.30-7,45(1 H,m), 7.60(1 H,d,J=8.7Hz), 9.60(2H, 
brs). 

Example 61 

30 

[01 74] Synthesis of 3-[(2S,4S)-4-(2-benzoxazolyl)amino-2-pyrrolidlnylcarbonyl]-1 ,3-thiazoildine hydrochloride 

(1) The title compound (904 mg) of Reference Example 10, diisopropylethylamine (1 .57 mL) and 2-chlorobenzox- 
azole (461 mg) were dissolved in N-methyl-2-pyrrolidone (9 mL), and the mixture was stirred at room temperature 

35 for 1 hr. The reaction mixture was poured into saturated aqueous sodium hydrogencarbonate solution, and the 

mixture was extracted with . ethyl acetate. The extract was dried and the solvent was evaporated under reduced 
pressure. The residue was purified by silica gel chromatography to give 3-[(2S,4S)-4-(2-benzoxazolyl)amino-1 -tert- 
butoxycariDonyl-2-pyn^olidinylcariDonyl]-1,3-thlazolidine (975 mg) as white amorphous. 

(2) The above-mentioned compound (862 mg) was dissolved in ethyl acetate (4.1 mL) and 4 mol/L hydrochloric 
40 acid-ethyl acetate (2.6 mL) was added thereto. The mixture was stirred at room temperature for 8 hr. The precip- 
itated solid was collected by filtration to give the title compound (656 mg) as a white powder. 
iH-NMR(DMSO-d6)61 .94-2.13(1 H,m), 2.85-2.99(1 H.m), 3.00-3.20(2H,m), 3.31-4.00(4H,m), 4.40-4.82(4H.m), 
7.07(1 H,td,J=7.8,1.2Hz), 7.18(1H.td,J=7.8,1.2Hz), 7.33(1 H.d,J=7.2Hz), 7.42(1 H,d,J=7.5Hz), 8.61(1H,brs), 8.89 
(IHbrs), 1 0.59(1 H,brs). 

45 

Example 82 

[0175] Synthesis of 3-((2S,4S)-4-benzylamino-2-pyrrolidinylcarbonyl)-1 ,3-thiazolidine dihydrochloride 

so (1 ) The title compound (904 mg) of Reference Example 1 0 and benzaldehyde (318 mg) were dissolved in methanol 

(16 mL), and the mixture was stirred at room temperature for 30 min. Sodium cyanoborohydride (189 mg) and 
several drops of acetic acid were added to the reaction mixture, and the mixture was stirred for 6 hr. The reaction 
mixture was evaporated under reduced pressure. Saturated aqueous sodium hydrogencari^onate solution was 
added to the residue and the mixture was extracted with ethyl acetate. The extract was dried and the solvent was 

S5 evaporated under reduced pressure. The residue was purified by silica gel chromatography to give 3-[(2S,4S)- 

4-benzylamlno-1-tert-butoxycarbonyl-2-pyrrolldinylcarbonyl]-1 ,3-thiazolidlne (742 mg) as a coloriess transparent 
oil. 

(2) The above-mentioned compound (742 mg) was dissolved in ethyl acetate (3.8 mL) and 4 mol/L hydrochloric 
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acid-ethyl acetate (2.4 mL) was added thereto. The mixture was stirred at room temperature for 18 hr and the 
precipitated solid was collected by filtration to give the title compound (540 mg) as a white powder 
iH-NMR(DMSO-d6)52.1 0-2.32(1 H.m). 2.86-3.20(3H.m), 3.49-4.03(5H.m). 4.21 (2H,s), 4.39-4.80(3H,^ 
(3H.m), 7.52-7.72(2H,m), 10.17(4H.brs). 

5 

Example 63 

[0176] Synthesis of 3-[(2S,4S)-4-(4-cyanophenylmethyl)amino-2-pyn'olldinylcarbonyl]-1 ,3-thlazolldine dlhydrochlo- 
ride 

10 

(1) The title compound (904 mg) of Reference Example 1 0 and 4-cyanoben2aldehyde (393 mg) were dissolved in 
methanol (16 mL), and the mixture was stirred at room temperature for 30 min. Sodium cyanoborohydride (189 
mg) and several drops of acetic acid were added to the reaction mixture, and the mixture was stin-ed for 18 hr. 
The reaction mixture was evaporated under reduced pressure. Saturated aqueous sodium hydrogencarbonate 

'5 solution was added to the residue and the mixture was extracted with ethyl acetate. The extract was dried and the 

solvent was evaporated under reduced pressure. The residue was purified by silica gel chromatography to give 

3- [(2S,4S)-14ert-butoxycarbonyl-4-(4K:yanophenylmethyl)amlno-2-pyrrolidinylcarbonyI]-1,3-thiazolidln (389 
mg) as a colorless transparent oil. 

(2) The above-mentioned compound (389 mg) was dissolved in ethyl acetate (0.9 mL) and 4 mol/L hydrochloric 
20 acid-ethyl acetate (1 .2 mL) was added thereto. The mixture was stood at room temperature for 1 8 hr. The precip- 
itated solid was collected by filtration to give the title compound (286 mg) as a white powder. 
iH-NMR(DMSO-d6)52.06-2.34(1 H,m), 2.85-3.01 (1 H,m), 3.01 -3.20(2H,m), 3.50-4.06(6H.m), 4.30(2H,s). 4.41 -4.79 
(3H,m), 7.80(2H,d,J=8,1H2), 7.95(2H,d,J=8.4H2). 9.05(1 H.brs), 10.30(3H.brs). 

25 Example 64 

[01 77] Synthesis of 3-{(2S,4S)-4-[N-(4-cyanophenylmethyl)-N-methylamino]-2-pyn'olidinylcarbonyl}-1 ,3-thlazolidine 
dihydrochlorlde 

30 (1 ) 3-[(2S,4S)-1 -tert-Butoxycarbonyl-4-(4-cyanophenylmethyl)amlno-2-pyrrolldlnylcarbonyl]-1 ,3-thla2oHdine 

[product of Example 63 (1), 1 .35 g] and 37% fonnaldehyde solution (0.788 mL) were dissolved in acetonitrile (20 
mL), and the mixture was stirred at room temperature for 30 min. Sodium cyanoborohydride (0.305 g) and several 
drops of acetic acid were added to the reaction mixture, and the reaction mixture was stirred for 1 hr. The reaction 
mixture was evaporated under reduced pressure. Saturated aqueous sodium hydrogencarbonate solution was 

35 added to the residue and the mixture was extracted with ethyl acetate. The extract was dried and the solvent was 

evaporated under reduced pressure. The residue was purified by silica gel chromatography to give 3-{(2S,4S)- 
1-tert-butoxycarbonyl-4-[N-(4-cyanophenylmethyl)-N-methylamino]-2-pyrrolidinylcarbonyl}-1,3-thiazolidine 
(0.953 g) as white amorphous. 

(2) The above-mentioned compound (0.818 g) was dissolved in ethyl acetate (3.8 mL) and 4 mol/L hydrochloric 
40 acid-ethyl acetate (2.4 mL) was added thereto. The mixture was stirred at room temperature for 5 hr. The precip- 

itated solid was collected by filtration to give the title compound (0.683 g) as a white powder 
iH-NMR(DIVISO-d6)52.20-2.48(1H.m), 2.57(3H,s), 2.80-3.20(3H,m), 3.57-4.1 7(5H,m), 4.20-4.85(5H,m), 7.88(2H. 
d,J=7.8H2), 7.96(2H.d,J=8.4H2), 9.12(1H,brB), 1 0.96(1 H,br 12.50(1 H,brs). 

45 Example 65 

[0178] Synthesis of 3-[(2S,4R)-4-(7-methoxy-2-phenyl-4-quinolyl)oxy-2-pyn'Olidinylcarbonyl]-1.3-thlazolidine trihy- 
drochloride 

so (1 ) N-tert-Butoxycarbonyl-L-trans-hydroxyprollne (5.67 g) was dissolved in dimethyl sulfoxide (70 mL), and potas- 

sium tert-butoxide (6.88 g) was gradually added thereto at room temperature. The mixture was stirred for 1 .5 hr. 

4- Chloro-7-methoxy-2-phenylquinoline (7.28 g) was gradually added to this solution, and the mixture was stirred 
for 17 hr. Water was added to the reaction mixture and the mixture was washed with ethyl acetate/hexane (1/1). 
The aqueous layer was adjusted to pH 4 with 1 mol/L hydrochloric acid, and the precipitate was collected by 

55 filtration to give (2S,4R)-1-tert-butoxycarbonyi-4-(7-methoxy-2-phenyl-4-quinolyt)oxy-2-pyrrolidine-2-carboxylic 

acid (8.00 g) as a white solid. 

(2) Using the above-mentioned compound (546 mg) and in the same manner as in Reference Example 9, 3-[(2S, 
4R)-1 -tert-butoxycarbonyl-4-(7-methoxy-2-phenyl-4-quinoIyl)oxy-2-pyrrolidinyIcarbonyl]-1 ,3-thiazolidine (568 mg) 
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was obtained as a white solid. 

(3) Using the above-mentioned compound (554 mg) and In the same man ner as In Example 5 (2), the title compound 
(521 mg) was obtained as a white powder. 

iH-NMR(500MHz,DMSO-d6)62.40-2.50(1H,m). 2.96-3.1 2(3H,m), 3.68-3.97(4H,m), 3.99(3H,s). 4.48-4.94(3H,m), 
5 4.98(1 H.brs), 7.43(1 H,d,J=8.1 Hz), 7.69-7.70(4H,m), 7.91(1H.brs), 8.26(2H,d,J=7.4H2), 8.57(1 H.brs). 9.1 0(1 H, 

brs), 11.00(1H,brs). 

Example 66 

10 [0179] Synthesis of 3-((2S,4S)-4-benzoyioxy-2-pyn'olidtnylcarbonyi)-1 ,3-thiazolldine 

(1) Using the title compound (643 mg) of Reference Example 11 and benzoyl chloride (0.44 mL), and In the same 
manner as in Example 50 (1), 3-((2S,4S)-4-ben2oyloxy-1-tert-butoxycarbonyl-2-pyn^olidinylcarbonyl)-1,3-thiazoli- 
dine (515 mg) was obtained as an oil. 

15 (2) The above-mentioned compound (41 3 mg) was dissolved in ethyl acetate (4 mL) and 4 mol/L hydrochloric acid- 

ethyl acetate (1 .3 mL) was added thereto. The mixture was stirred at room temperature for 14 hr and the solvent 
was evaporated under reduced pressure. The residue was added to aqueous sodium hydrogencarbonate solution 
and extracted with ethyl acetate. The extract was washed with brine and dried. The solvent was evaporated under 
reduced pressure and the residue was purified by silica gel chromatography to give the title compound (315 mg) 

20 as an oil. 

^H-NMR(DMSO-d6)51 .83-1 .93(1 H,m). 2.45-2.57(1 H,m), 2.87(1 H,dd,J=1 2.8,4.2Hz), 2.99(1 H,t,J=6,3Hz), 3.08(1 H, 
t,J=6.3Hz). 3.1 9(1 H,d,J=1 2.8Hz), 3.57-3.77(1 .5H,m), 3.83-3.98(1 .5H,m), 4.42(0.5H,d,J=9.5Hz). 4.48-4.58(1 H,m), 
4.72(0.5H,d,J=9.5Hz). 5.28-5.36(1 H.m). 7.52(2H,t,J=7.4Hz). 7.65(1 H,t,J=7.4Hz), 7.93(2H,d,J=7.4Hz). 

25 Example 67 

[0180] Synthesis of 3-[(2S,4S)-4-(4-cyanobenzoyl)oxy-2-pyrrolidinylcarbonyl]-1 ,3-thia20lidine 

(1) Using the title compound (445 mg) of Reference Example 11 and 4-cyanobenzoyl chloride (371 mg), and in 
30 the same manner as in Example 50 (1), 3-[(2S,4S)-1-tert-butoxycarbonyl-4-(4-cyanobenzoyl)oxy-2-pyrroIldinyl- 

carbonyI]-1 ,3-thiazolidine (519 mg) was obtained as a pale-brown solid. 

(2) Using the above-mentioned compound (386 mg), and in the same manner as in Example 66 (2), the title com- 
pound (280 mg) was obtained as a pale-yellow solid. 

iH-NMR(DMSO-d6)51 .88-1 .97(1 H.m), 2.46-2.58(1 H,m), 2.88(1 H,dd,J=1 2.9,4.0Hz), 2.99(1 H,t,J=6.3Hz), 3.09(1 H, 
35 t,J=6.3Hz), 3.23(1 H,d,J=12,9H2), 3.57-3.76(1 .5H,m), 3.84-3.99(1 .5H,m), 4.42(0.5H,d,J=9.5Hz), 4.48-4,57(1 H.m), 

4.72(0.5H,d,J=9.5Hz), 5.33-5.38(1 H.m). 8.01(2H,d,J=8.3Hz), 8.07(2H,d,J=8.3Hz). 

Example 68 

40 [0181] Synthesis of 3-((2S,4S)-4-anilino-2-pyrrolidinylcarbonyl)-1 ,3-thiazolidine dihydrochloride 

(1) The title compound (501 mg) of Reference Example 12, aniline (0.20 mL) and acetic acid (0.10 mL) were 
dissolved in methanol (10 mL), and the mixture was stin-ed at room temperature for 1 .5 hr. Sodium cyanoborohy- 
dride (145 mg) was added to the reaction mixture and the mixture was stirred for 2 hr. The reaction mixture was 
45 evaporated under reduced pressure. Saturated aqueous sodium hydrogencarbonate solution was added to the 

residue and the mixture was extracted with ethyl acetate. The extract was washed with brine and dried. The solvent 
was evaporated under reduced pressure, and the residue was purified by silica gel chromatography and crystallized 
from diethyl ether to give 3-((2S,4S)-4-anilino-1-tert-butoxycarbonyl-2-pyrrolidinylcarbonyl)-1,3-thlazolidlne (156 
mg) as white crystals. 

so (2) The above-mentioned compound (1 42 mg) was dissolved In ethyl acetate (2 mL) and 4 mol/L hydrochloric acid- 

ethyl acetate (0.5 mL) was added thereto. The mixture was stirred at room temperature for 1 2 hr. The precipitated 
solid was collected by filtration to give the title compound (89 mg) as a white powder. 

iH-NMR(DMSO-d6)81 .64-1 .78(1 H,m). 2.84-2.97(1 H.m). 3.00-3. 19(3H,m). 3.43-3.55(1 H.m). 3.60-4.20(5H.m), 
4.41-4.76(3H.m), 6.56-6.67(3H,m), 7.13(2H,t,J=7.2Hz), 8.79(1H,brs). 1 0.29(1 H.brs). 

55 

Example 69 

[0182] Synthesis of 3-[(2S,4S)-4-(4-aminophenyl)amino-2-pyrrolidinylcarbonyl]-1 ,3-thiazolldine hydrochloride 
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[0183] The title compound (200 mg) of Example 55 was dissolved in ethanol (10 mL), and 4 moI/L hydrochloric acid- 
1,4-dloxane (0.28 mL) and 10% palladium/carbon (100 mg) were added. The mixture was stirred under a hydrogen 
atomosphere (1 atm) at room temperature for 1 8 hr. The reaction mixture was filtrated and the filtrate was concentrated 
under reduced pressure, and the obtained solid was washed with ethanol to give the title compound (1 3 mg) as a white 
5 powder. 

iH-NMR(DMSO-d5)61 .58-1 .80(1 H,m), 2.83-3.00(1 H.m), 3.00-3.20(3H,m), 3.60-3.90(3H,m), 4.08-4.25(1 H,m), 
4.39-4.79(3H,m), 6.67(2H,d,J=8.7Hz), 7.15(2H,d,J=8.7Hz). 8.81(1H,brs), 1 0.00(3H,brs), 1 0.25(1 H.brs). 

Example 70 

10 

[0184] Synthesis of 3-[(2S,4S)-4-(p-anisidino)-2-pyrrolidinylcarbonyl]-1 ,3-thiazolidine dihydrochlorlde 

(1) The title compound (450 mg) of Reference Example 12, p-anisldine (222 mg) and acetic acid (0.09 mL) were 
dissolved in 1 ,2-dichloroethane (8 mL), and sodium triacetoxyborohydride (636 mg) was added thereto. The mix- 

is ture was stin-ed at room temperature for 3 hr. Saturated aqueous sodium hydrogencarbonate solution was added 

to the reaction mixture, 'and the mixture was extracted with ethyl acetate. The extract was washed with brine and 
dried. The solvent was evaporated under reduced pressure, and the residue was purified by silica gel chromatog- 
raphy to give 3-t(2S,4S)-4-{p-anisidino)-1-teit-butoxycarbonyl-2-pyrrolidinylcarbonyl]-1 ,3-thiazolidine (515 mg) as 
a white solid. 

20 (2) The above-mentioned compound (448 mg) was dissolved In ethyl acetate (10 mL) and 4 moi/L hydrochloric 

acid-ethyl acetate (1 .4 mL) was added thereto. The mixture was stirred at room temperature for 13 hr. The pre- 
cipitated solid was collected by filtration to give the title compound (223 mg) as a white powder 
^H-NMR(DMSO-d6)51. 77=1. 90(1 H,m), 2.77-2.89(1 H,m), 3.00-3.1 4(3H.m), 3.20-4. 20(1 H.m). 3. 60-4. 20(6 H,m), 
4.40-4.72(3H,m), 6.87(4H,s), 8.84(1 H.brs), 1 0.33(1 H,brs). 

25 

Example 71 

[01 85] Synthesis of 3-[(2S,4S)-4-(4-chlorophenyl)amino-2"pyrrolidinylcarbonyll-1 ,3-thiazolidine di hydrochloride 

30 (1) Using the title compound (450 mg) of Reference Example 12 and p-chloroaniline (230 mg), and in the same 

manner as in Example 70 (1), 3-[(2S,4S)-1-tert-butoxycari3onyl-4-(4-chlorophenyl)amino-2-pyn'olidinylcarbonyl]- 
1 ,3-thiazolidine (415 mg) was obtained as an oil. 

(2) Using the above-mentioned compound (412 mg), and in the same manner as in Example 70 (2) the title com- 
pound (297 mg) was obtained as a white powder 

35 iH-NMR(DMSO-d6)51 .63-1 .78(1 H,m), 2.84-2.97(1 H,m), 3.00-3. 17(3H,m), 3.5-3.92(3H,m), 4.07-4.1 8(1 H,m). 

4.40-4.73(3H,m), 6.62(2H,d,J=8.8Hz), 7.15(2H,d,J=8.8Hz), 8.86(1 H,brs), 1 0.23(1 H,brs). 

Example 72 

40 [0186] Synthesis of 3-[(2S,4S)-4-(2-chloro-4-cyanophenyl)aminO'2-pyrrolidinylcarbonyl]-1 ,3-thiazolidine hydrochlo- 
ride 

(1 ) The title compound (904 mg) of Reference Example 1 0, diisopropylethylamine (1 .57 mL) and 3-chloro-4-fluor- 
obenzonitrile (467 mg) were dissolved In N-methyl-2-pyrrolidone (9 mL), and the mixture was stirred at 80°C for 

^5 8 hr. The reaction solution was added to saturated aqueous sodium hydrogencarbonate solution, extracted with 

ethyl acetate. The extract was dried and the solvent was evaporated under reduced pressure. The residue was 
purified by silica gel chromatography to give 3-[(2S,4S)-1-tert-butoxycarbonyl-4-(2-chloro-4-cyanophenyl)amino- 
2-pyrrolidinylcarbonyl]-1 ,3-thiazolidine (460 mg) as a white solid. 

(2) The above-mentioned compound (395 mg) was dissolved in ethyl acetate (1 .8 mL) and 4 mol/L hydrochloric 
so acid-ethyl acetate (1.13 mL) was added thereto. The mixture was stirred at room temperature for 4 hr, and the 

precipitated solid was collected by filtration to give the title compound (177 mg) as a white powder 
iH-NMR(DIVlSO-d6)61 .80-1 .99(1 H.m), 2.82-3.1 7(3H,m). 3.25-3.94(4H,m), 4.36-4.54(2H,m), 4.54-4.80(2H.m), 
6.42(1 H.d,J=7.8Hz), 6.93(1 H,d,J==8.7Hz), 7.64(1 H,dd,J=8.4,1 .8Hz), 7.82(d.J=1 .8Hz). 

55 Example 73 

[01 87] Synthesis of 3-[(2S,4S)-4-(3-chloro-4-methoxyphenyl)amino-2-pyn'olidinylcari3onyl]-1 ,3-thiazolidine dihydro- 
chlorlde 
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(1) Using the title compound (450 mg) of Reference Example 12 and 3-chloro-4-methoxyaniline (284 mg), and in 
the same manner as In Example 70 (1), 3-[(2S,4S)-1-tert-butoxycarbonyl-4-(3-chloro-4-methoxyphenyl)amino- 
2-pyrrolldinylcarbonyl]-1 ,3-thlazolidlne (569 mg) was obtained as an oIL 

(2) Using the above-mentioned compound (561 mg), and in the same manner as In Example 70 (2), the title com- 
5 pound (429 mg) was obtained as a pale-brown powder. 

iH-NMR(DMSO-d6)51. 62-1. 76(1 H,m), 2.82-2.95(1 H,m), 3.00-3.1 8(3H,m), 3.5-3.92(6H,m), 4.07-4.1 8(1 H,m), 
4.40-473(3H,m). 6.61(1H,dd,J=8.8,2.7Hz), 6.75(1 H,d,J=2.7Hz), 6.98(1 H,d,J=8.8Hz), 8.80(1H,brs), 10.16(1H, 
brs). 

10 Example 74 

[01 88] Synthesis of 3-[(2S,4S)-4-(3,4-methylenedioxyphenyl)amino-2-pyrrolldinylcarbonyl]-1 ,3-thlazolidine dihydro* 
chloride 

'5 (1) Using the title compound (450 mg) of Reference Example 12 and 3,4-methylenedjoxyaniline (249 mg), and in 

the same manner as In Example 70 (1), 3-[(2S,4S)-1-tert-butoxycarbonyl-4-(3,4-methylenedioxyphenyl)amino- 
2-pyrrolidlnyIcarbonyl]-1 ,3-thiazolidine (553 mg) was obtained as a pale-brown-reddish solid. 
(2) Using the above-mentioned compound (549 mg), and in the same manner as in Example 70 (2), the title com- 
pound (457 mg) was obtained as a pale-brown-reddish powder 

20 iH-NMR(DMSO-d6)51 .72-1 .85(1 H,m), 2.820-2.93(1 H,m), 3.00-3.28(3H,m), 3.45-3.57(1 H.m), 3.60-3.95(2H,m), 

4.08-4.20(1 H,m), 4.42-4.75(3H,m), 5.92(2H,s), 6.25-6.32(1 H.m), 6.53(1 H,s), 6.76-6.83(1 H,m), 8.89(1 H,brs) 1 0.36 
(1H,brs). 

Example 75 

25 

[0189] Synthesis of 3-[(2S,4S)-4-(5-trrfluoromethyl-2-pyridyl)amino-2-pyrrolidinylcarbonyl]-1 ,3-thiazolidine dihydro- 
chlorlde 

(1) The title compound (904 mg) of Reference Example 1 0, diisopropylethylamine (1 .57 mL) and 2-chloro-5-trif- 
30 iuoromethylpyridlne (545 mg) were dissolved in N-methyl-2-pyrrolidone (9 mL), and the mixture was stirred at 80''C 

for 1 8 hr. The reaction solution was added to saturated aqueous sodium hydrogencarbonate solution, and extracted 
with ethyl acetate. The extract was dried and the solvent was evaporated under reduced pressure. The residue 
was purified by silica gel chromatography to give 3-[(2S,4S)-1-tert-butoxycarbonyl-4-(5-trifluoromethyl-2-pyrldyl) 
amino-2-pyn'olidinylcarbonyl]-1 ,3-thia2olidine (143 mg). 
35 (2) The above-mentioned compound (143 mg) was dissolved in ethyl acetate (0.64 mL) and 4 mol/L hydrochloric 

acid-ethyl acetate (0.32 mL) was added thereto. The mixture was stirred at room temperature for 18 hr. The pre- 
cipitated solid was collected by filtration to give the title compound (65 mg) as a brown powder 
^H-NMR(DMSO-d6)51 .71-1 .93(1 H,m), 2.80-2.98(1 H,m), 3.00-3.28(3H,m), 3.34-3. 99(3H,m), 4.40-4.80(4H,m), 
6.68(1 H,d,J=9.0Hz), 7.74(1 H,dd,J=8.7,2.4Hz), 7.83(1 H.brs). 8.35(1 H,d,J=1 .2Hz), 8.91(1H.brs), 1 0.22(1 H, brs). 

40 

Example 76 

[01 90] Synthesis of 3-[(2S,4S)-4-(6-cyano-5-trifluoromethyl-2-pyridyl)amino-2-py rrolidinylcarbonyl]-1 ,3-thiazolidine 
hydrochloride 

45 

(1) 2-Chloro-5-trifluoromethyIpyridine (5 g) was dissolved in chlorofomi (150 mL) and m-chloroperbenzoic acid 
(14.3 9) was added thereto. The mixture was stirred at 60''C for 30 hr. Aqueous sodium thiosulfate solution and 
saturated aqueous sodium hydrogencarisonate solution were added to the reaction mixture, and after stirring, the 
mixture was extracted with chlorofonn. The extract was washed successively with saturated aqueous sodium 

50 hydrogencarbonate solution and brine, and dried. The solvent was evaporated under reduced pressure and the 

residue was purified by silica gel chromatography to give 2-chloro-5-trifluoromethylpyridine 1 -oxide (0.64 g). 

(2) The above-mentioned compound (610 mg) was dissolved In acetonitrile (5 mL), and triethylamine (0.861 mL) 
and trimethylsilyl cyanide (1.16 mL) were added thereto. The mixture was refluxed for 4 hr. Saturated aqueous 
sodium hydrogencarbonate solution was added to the reaction mixture, and the mixture was extracted with ethyl 

S5 acetate. The extract was washed with brine and the solvent was evaporated under reduced pressure. The residue 

was purified by silica gel chromatography to give 6-chloro-3-trifluoromethylpyridine-2-carbonitrile (401 mg) as a 
red oil. 

(3) The above-mentioned compound (381 mg), the title compound (556 mg) of Reference Example 10 and diiso- 
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propylethylamine (0.96 mL) were dissolved in N-methyI-2-pyrrolidone. (6 mL), and the mixture was stirred at room 
temperature for 18 hr. The reaction solution was added to saturated aqueous sodium hydrogencarbonate solution 
and extracted with ethyl acetate. The extract-was dried and the solvent was evaporated under reduced pressure. 
The residue was purified by silica gel chromatography to give 3-[(2S,4S)-1-tert-butoxycarbonyl-4-(6-cyano-5-trif- 

5 luoromethyt-2-pyridyl)amino-2-pyrrolidinylcarbonyl]-1 .S-thiazolidine (509 mg) as a colorless transparent oil. 

(4) The above-mentioned compound (481 mg) was dissolved in ethyl acetate (2.04 mL) and 4 mol/L hydrochloric 
acid-ethyl acetate (1 .02 mL) was added thereto. The mixture was stirred at room temperature for 8 hr. The reaction 
solvent was evaporated under reduced pressure, and the obtained solid was washed with ethyl acetate to give 
the title compound (272 mg) as a white powder. 

10 iH-NIVIR(DI\/ISO-d6)ai.7M.95(1H,m), 2.77-2.98(1 H,m), 2.99-3.27(3H,m), 3,48-3.99(3H,m), 4.40-4.80{4H,m), 

6.96(1 H,d,J=9.0Hz) 7.93(1 H,d,J=9.0Hz), 8.40(1 H,t,J=6.0Hz), 9.55(1 H,brs). 

Example 77 

'5 [0191] Synthesis of 3-[(2S,4S)-4-(5,6-dlcyano-2-pyrldyl)amino-2-pyrrolldinylcarbonyl]-1 ,3-thiazolidlne hydrochloride 

(1) 2-Chloropyridine-6-carbonltrile (7.01 g) was dissolved in acetonitrile (70 mL), and urea hydrogen peroxide 
addition compound (1 0 g) was added. Trifluoroacetic anhydride was added dropwise to the reaction mixture under 
ice-cooling and the mixture was stirred at room temperature for 18 hr. The reaction mixture was added to aqueous 

20 sodium thiosulfate solution and the mixture was extracted with chlorofonn. The extract was washed successively 

with saturated aqueous sodium hydrogencarbonate solution and brine and dried. The solvent was evaporated 
under reduced pressure and the residue was 'purified by silica gel chromatography to give 2-chloro-6-cyanopyridine 

1 - oxide (0.779 g) as a white solid. 

(2) Using the above-mentioned compound (779 mg), and in the same manner as in Example 76 (2), 6-chloro- 
25 2,3-dicyanopyridlne (198 mg) was obtained as a brown solid. 

(3) Using the above-mentioned compound (196 mg) and the title compound (361 mg) of Reference Example 10, 
and in the same manner as in Example 76 (3), 3-[(2S,4S)-1-tert-butoxycarbonyl-4-(5,6-dicyano-2-pyridyl)amino- 

2- pyrro!idinylcarbonyI]-1 ,3-thiazolidine (338 mg) was obtained as a white solid. 

(4) The above-mentioned compound (338 mg) was dissolved in ethyl acetate (1 .58 mL) and 4 mol/L hydrochloric 
50 acid-ethyl acetate (0.79 mL) was added thereto. The mixture was stirred at room temperature for 6 hr. The pre- 
cipitated solid was collected by filtration to give the title compound (178 mg) as a pale-yellow powder. 
iH-NMR(DMSO-d6)6l .71-1 .98(1 H,m), 2.80-3.00(1 H.m), 3.00-3.24(3H,m), 3.49-4.00(3H,m), 4.39-4.90(3H.m), 
6.94(1 H,d,J=9.0Hz), 7.97(1 H,d.J=8.7H2), 8.70(1 H.brs), 9.55(2H,brs). 

35 Example 78 

[0192] Synthesis of 3-[(2S,4S)-4-(3-cyanophenylmethyl)amlno-2-pyrrolidinylcarbonyl]-1 ,3-thiazolidlne dihydrochlo- 
ride 

40 (1) Using the title compound (3.62 g) of Reference Example 10 and 3-cyanobenzaldehyde (1.57 g), and in the 

same manner as in Example 63 (1), 3-[(2S,4S)-1-tert-butoxycarbonyl-4-(3-cyanophenylmethyl)amino-2-pyn'olidi- 
nylcarbonyl]-1 ,3-thlazolidlne (2.01 g) was obtained. 

(2) The above-mentioned compound (313 mg) was dissolved in ethyl acetate (1 .50 mL) and 4 mol/L hydrochloric 
acid-ethyl acetate (0.94 mL) was added thereto. The mixture was stin-ed at room temperature for 18 hr. The pre- 
45 cipitated solid was collected by filtration to give the title compound (217 mg) as a white powder. 

1 H-NMR(DMS0-d6 )52.09-2.30(1 H,m), 2.87-3.01 (1H,m), 3.07(1 H,t,J=6.3Hz), 3.15(1 H,t,J=6.0Hz), 3.50-4.05(5H, 
m), 4.27(2H,s). 4.40^.78(3H.m), 7.67(1 H,t,J=7.8Hz), 7.84-8.00(2H,m), 8.10(1H,s), 10.28(3H,brs). 

Example 79 

50 

[0193] Synthesis of 3-[(2S,4S)-4-(4-trtf luoromethylphenylmethyl)amino-2-pyn'olidinylcarbonyl]-1 ,3-thiazolldine dihy- 
drochloride 

(1) Using the title compound (1 .81 g) of Reference Example 10 and 4-(trifiuoromethyl)ben2aldehyde (1 .05 g), and 
55 in the same manner as In Example 63 (1 ), 3-[(2S,4S)-1 -tert-butoxycarbonyl-4-(4-trlfluoromethylphenylmethyl)ami- 

no-2-pyrolldlnylcarbonyl]-1 ,3-thiazolidlne (1.69 g) was obtained. 

(2) The above-mentioned compound (488 mg) was dissolved in ethyl acetate (2.12 mL) and 4 mol/L hydrochloric 
acid-ethyl acetate (1 .33 mL) was added thereto. The mixture was stin-ed at room temperature for 18 hr and the 
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precipitated solid was collected by filtration to give the title compound (375 mg) as a white powder. 
iH-NMR(DMSO-d6)62.10-2.32(1H,m). 2.86-3.00(1 H,m), 2.50(1 H,t,J=1.8Hz), 2.51(1H.t.J=1.8Hz), 3.50-4.02(5H, 
m). 4.32(2H,s), 4.41-4.80(3H.m), 7.78-7.92(4H,m), 10.35(3H.brs). 

5 Example 80 

[01 94] Synthesis of 3-{(2S,4S)-4-[bis(4-cyanophenylmethyl)]amino-2-pyrrolidinylcarbonyl}-1 ,3-thlazolldme dihydro- 
chtoride 

10 (1 ) The title compound (0.904 g) of Reference Example 1 0, 4-cyanobenzyl bromide (1 .29 g) and diisopropylethyl- 

amine (1 .57 mL) were dissolved in N-methyl-2-pyrrolidone (9 mL), and the mixture was stirred at room temperature 
for 18 hr. The reaction mixture was added to saturated aqueous sodium hydrogencarbonate solution, and the 
mixture was extracted with ethyl acetate. The extract was dried and the solvent was evaporated under reduced 
pressure. The residue was purified by silica gel chromatography to give 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[bis 

15 (4-cyanophenylmethyl)]amino-2-pyrrolidinylcarbonyl}-1 ,3-thia20lidine (1 .27 g). 

(2) The above-mentioned compound (1.13 g) was dissolved in ethyl acetate (4.24 mL) and 4 mol/L hydrochloric 
acid-ethyl acetate (2.65 mL) was added thereto. The mixture was stin'ed at room temperature for 18 hr and the 
precipitated solid was collected by filtration to give the title compound (444 mg) as a white powder 
lH-NMR(DMSO-d6)61 .81-1 .94(1 H,m), 2.57-2.79(1 H,m), 3.00-3.95(1 1 H.m), 4.39-4.75(3H,m), 7.55(4H,d, 

20 j=:8.1 Hz), 7.79(4H,d.J=8.1 Hz). 8.78(1 H,brs), 1 0.1 9(1 H.brs). 

Example 81 

[0195] Synthesis of 3-[(2S,4S)-4-(4-imidazolylmethyl)amino-2-pyrrolldinyIcarbonyl]-1 ,3-thiazolidine trihydrochloride 

25 

(1) Using the title compound (904 mg) of Reference Example 10 and 4- imidazolecarboxy aldehyde (288 mg), and 
in the same manner as in Example 63 (1), 3-[(2S,4S)-1-tert-butoxycarbonyl-4-(4-imidazolylmethyl)amino-2-pyrro- 
lidinylcarbonyl]-1 ,3-thiazolidine (221 mg) was obtained. 

(2) The above-mentioned compound (221 mg) was dissolved in ethyl acetate (1 .16 mL) and 4 mol/L hydrochloric 
30 acid-ethyl acetate (0.72 mL) was added thereto. The mixture was stinted at room temperature for 18 hr. The pre- 
cipitated solid was collected by filtration, and washed with ethanot to give the title compound (7.7 mg) as a white 
powder. 

iH-NMR(DIVISO-d6)62.04-2.26(1H.m). 2.88-4.1 0(8H,m), 4.25-4,80(5H,m), 7.82(1 H.s), 9.07(1 H,s). 
35 Example 82 

[0196] Synthesis of 3-{(2S,4S)-4-[N-benzyl-N-(5-cyano-2-pyridyl)amino]-2-pyn'olidinylcarbonyl}-1 ,3-thiazolidine hy- 
drochloride 

40 (1 ) 3-[(2S,4S)-1 -tert-Butoxycarbonyl-4-(5-cyano-2-pyridyl)amino-2-pyn'olidinylcarbonyI]-1 ,3-thiazolldine [product 

of Example 58(1)] (305 mg) was dissolved in DMF (10 ml), and potassium tert-butoxide (93 mg) was added under 
ice cooling. After stirring the mixture for 10 min, benzyl bromide (94 ^1) was added, and the mixture was stirred at 
room temperature for 3 days. 10% citric acid solution was added to the reaction mixture, and the mixture was 
extracted with ethyl acetate. The extract was washed successively with saturated aqueous sodium hydrogencar- 

45 bonate solution and brine, and dried. The solvent was evaporated under reduced pressure and the residue was 

purified by silica gel chromatography to give 3-{(2S,4S)-4-[N-benzyl-N-(5-cyano-2-pyridyl)amino]-1-tert-butoxy- 
carbonyl-2-pyrrolidinylcarbonyl}-1 ,3-thjazolidine (202 mg) as a pale-yellow solid. 

(2) The above-mentioned compound (1 96 mg) was dissolved in ethyl acetate (2 mL) and 4 mol/L hydrochloric acid- 
ethyl acetate (0.5 mL) was added thereto. The mixture was stirred at room temperature for 1 7 hr. The precipitated 
50 solid was collected by filtration to give the title compound (112 mg) as a pale-yellow powder. 

iH-NMR(DMSO-d6)81 .91-1 .99(1 H,m), 2.69-2.76(1 H,m), 3.00-3.1 1(2H,m), 3.28-3.34(1 H,m), 3.41 -3.48(1 H,m), 
3.58-3.90(2H,m). 4.41-4.47(1 H,m), 4.58-4.81 (4H,m), 5.43-5.48(1 H,m), 6.65(1 H.d,J=9.0Hz), 7.17-7.38(5H.m), 
7.88(1 H.dd,J=9.0.2.1 Hz), 8.54(1 H.d,J=2.1 Hz), 8.84(1 H,brs), 10.21(1H,brs). 

S5 Example 83 

[01 97] Synthesis of 3-[(2S,4S)-4-(1 -indolyt)-2-pyrrolidinylcarbonyl]-1 ,3-thiazolidine hydrochloride 
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(1) The title compound (950 mg) of Reference Example 13 and thiazolidlne (0.27 mL) were dissolved in DMF (20 
mL), and HOBT (666 mg) and EDC hydrochloride (666 mg) were added successively. The mixture was stirred at 
room temperature for 4 hr. The reaction mixture was added to saturated aqueous sodium hydrogencarbonate 
solution, and extracted with ethyl acetate. The extract was washed with brine and dried. The solvent was evapo- 
rated under reduced pressure and the residue was purified by silica gel chromatography to give 3-[(2S,4S)-1*tert- 
butoxycarbonyl-4-(1 -lndolyl)-2-pyrrolidinylcarbonyl]-1 ,3-thiazolidine (978 mg) as a white solid. 

(2) Using the above-mentioned compound (665 mg), and in the same manner as in Example 68 (2), the title com- 
pound (486 mg) was obtained as a red powder, 

iH-NMR(DMSO-d6)52.14-2.28(1H,m). 2.98-3.1 8(4H,m), 3.4-3.97(3H,m),4.43-4.87(3H.m), 5.38-5.55(1 H,m), 6.55 
(1H.d.J=3.3Hz), 7.07(1 H,t,J=7. 1Hz), 7.20(1 H,d,J=7.1 Hz), 7.48-7.63(3H,m), 9.25(1H,brs), 1 0.45(1 H,brs). 

Example 84 

[0198] Synthesis of 3-[(2S,4S)-4-(1 -indolinyl)-2-pyrrolidinylcarbonyl]-1 ,3-thiazolidlne di hydrochloride 

(1) Using the title compound (601 mg) of Reference Example 12 and indoline (0.27 mL), and in the same manner 
as In Example 70 (1 ), 3-[(2S,4S)-1 -tert-butoxycartonyl-4-(1 -lndolinyl)-2-pyrrolidinylcarbonyl]-1 ,3-thiazolidine (460 
mg) was obtained as a white solid. 

(2) Using the above-mentioned compound (436 mg), and in the same manner as in Example 70 (2), the title com- 
pound (373 mg) was obtained as a white powder. 

^ H-NMR(DMSO-d6)51 .83-1 .97(1 H,m). 2.62-2.77(1 H,m), 2.88(2H.t,J=8.2Hz), 3.04(1 H,t,J=7.0Hz), 3,12(1H,t. 
J=6.2Hz), 3.20-3.95(6H,m), 4.40-4.78(4H.m), 6.55-6.68(2H,m), 6.98-7.09(2H.m), 8.84(1H,brs), 10.31(1H,brs). 

Example 85 

[01 99] Synthesis of 1 -[(2S,4S)-4-(1 -indolinyl)-2-pyrrolidinylcarbonyl]pyrrolidi ne dihydrochloride 

(1 ) Using the title compound (565 mg) of Reference Example 1 4 and indoline (0.27 mL). and in the same manner 
as in Example 70 (1), 1-[(2S,4S)-1-tert-butoxycarbonyl-4-(1-indolinyl)-2-pyrrolidinylcarbonyl]pyrrolidine (653 mg) 
was obtained as a white solid. 

(2) Using the above-mentioned compound (648 mg), and in the same manner as In Example 70 (2), the title com- 
pound (491 mg) was obtained as a white powder. 

^H-NMR(DMSO-d6)51 .75-1 .97(5H.m), 2.60-2.72(1 H,m). 2.88(2H,t,J=8.2Hz), 3.21 8-3.60(8H,m). 4.40-4.55(2H,m), 
6.56-6.67(2H.m), 6.98-7.09(2H,m), 8.75(1 H.brs), 10.41(1H,brs). 

Example 86 

[0200] Synthesis of 3-[(2S,4S)-4-(5-nitro-1 -indolinyl)-2-pyrrolidinylcarbonyl]-1 ,3-thiazolidine hydrochloride 

(1) Using the title compound (450 mg) of Reference Example 12 and 5-nitroindoline (295 mg), and in the same 
manner as in Example 70 (1), 3-[(2S,4S)-1-tert-butoxycarbonyl-4-(5-nitro-1-indolinyl)-2-pyn'oIidinylcarbonyl]- 
1 ,3-thiazolidine (153 mg) was obtained as an oil. 

(2) Using the above-mentioned compound (153 mg), and in the same manner as in Example 70 (2), the title com- 
pound (116 mg) was obtained as a yellow powder. 

iH-NMR(DMSO-d6)61 .92-2.06(1 H,m), 2.67-2.80(1 H,m). 3.00-3.1 7(4H,m), 3.27-3. 94(6H,m), 4.42-4.78(4H,m), 
6.62(1 H,d,J=8.9Hz), 7.87(1 H,d,J=2,3H2). 8.04(1 H,dd,J=8.9,2.3Hz), 9.1(1H,brs), 10.2(1 H.brs). 

Example 87 

[0201] Synthesis of 3-[(2S,4S)-4-(6-nitro-1 -lndolinyl)-2-pyrrolidinylcarbonyl]-1 ,3-thia20lidine dihydrochloride 

(1) Using the title compound (450 mg) of Reference Example 12 'and 6-nitroindoline (296 mg), and in the same 
manner as in Example 70 (1), 3-[(2S,4S)-1-tert-butoxycarbonyl-4-(6-nitro-1-indolinyl)-2-pyrroIidinylcarbonyl]- 
1 ,3-thiazolidine (188 mg) was obtained as an oil. 

(2) Using the above-mentioned compound (1 88 mg), and in the same manner as in Example 70 (2), the title com- 
pound (80 mg) was obtained as a brown-reddish powder. 

lH-NMR(DMSO-d6)51 .84-2.00(1 H,m), 2.64-2.77(1 H,m), 3.00-3. 17(4H,m), 3.22-3. 92(6H,m), 4.41.4.77(4H,m), 
7.22-7.32(2H,m), 7.51(1H,dd,J=7.9,1.9Hz), 8.94(1 H.brs), 10.12(1 H.brs). 



45 



EP1 308 439 A1 



Example 88 

[0202] Synthesis of 3-[(2S,4S)-4-(5-methoxy-1 -indolinyl)-2-pyrrolidinylcarbonyll-1 ,3-thia2olldine dihydrochlorlde 

(1) Using the title compound (751 nag) of Reference Example 12 and 5-methoxyindoline (410 mg), and in the same 
manner as in Example 70 (1), 3-[(2S,4S)-1-tert-butoxycarbonyI-4-(5-methoxy-1-indoIinyl)-2-pyrrolidinylcarbonyl]- 
1 ,3-thla2olidine (101 0 mg) was obtained as a white solid. 

(2) Using the above-mentioned compound (326 mg), and in the same manner as in Example 70 (2), the title com- 
pound (262 mg) was obtained as a white powder. 

^H-NMR(DMSO-d6)51. 80-1. 95(1 H,m), 2.62-2.75(1 H,m), 2.86(2H,t,J=7.9Hz), 3.04(1 H,t,J=7.0H2), 3.12(1 H,t. 
J=6.2Hz), 3.17-3.52(4H,m), 3.65(3H,s), 3.66-4.08(6H,m), 4.28-4.77(4H,m), 6.54(1 H,d,J=8.5Hz), 6.63(1 H.dd, 
J=8.5,2.4Hz), 6.75(1 H,d,J=2.4Hz), 8.83(1H.brs), 1 0.40(1 H.brs). 

Example 89 

[0203] Synthesis of 3-[(2S,4S)-4-(5-hydroxy-1 -indolinyl)-2-pyrrolidinylcarbonyl]-1 ,3-thiazolidine dihydrochlorlde 

(1) Using the title compound (872 mg) of Reference Example 12 and 5-hydroxyindoline (390 mg), and in the same 
manner as in Example 70 (1), 3-[(2S,4S)-1-tert-butoxycarbonyl-4-(5-hydroxy-1-indolinyl)-2-pyrrolidinylcarbonyl]- 
1 ,3-thiazolldine (538 mg) was obtained as a pale-brown solid . 

(2) Using the above-mentioned compound (1 63 mg), and in the same manner as in Example 70 (2), the title com- 
pound (101 mg) was obtained as a white powder. 

iH-NMR(DMSO-d6)51 .85-2.00(1 H,m), 2.63-2.78(1 H,m), 2.88(2H,t,J-7.7H2), 3.04(1 H.t,J=6.6Hz>, 3.12(1 H.t, 
J=6.2H2), 3.24-3.95(6H,m), 4.27-4.76(4H,m), 6.51-6.68(3H,m). 8.96(1H,brs), 1 0,43(1 H.brs). 

Example 90 

[0204] Synthesis of 3-[(2S,4S)-4-(5-acetoxy-1 -indolinyl)-2-pyrrolidinylcarbonyi]-1 ,3-thlazo!ldine dihydrochlorlde 

(1 ) Using 3-[(2S,4S)-1 -tert-butoxycarbonyl-4-(5-hydroxy-1 -indolinyl)-2-pyn'olidlnylcarbonyl]-1 ,3-thla2olidine [prod- 
uct of Example 89 (1), 174mg] and acetyl chloride (50fiL), and in the same manner as in Example 50(1), 3-[(2S, 
4S)-4-(5-acetoxy-1 -indoIinyl)-1 -tert-butoxycarbonyl-2-pyrrolidinylcarbonyl]-1 ,3-thla2olidine (136 mg) was obtained 
as an oil. 

(2) Using the above-mentioned compound (136 mg), and in the same manner as in Example 70 (2), the title com- 
pound (77 mg) was obtained as a pale-brown powder. 

lH-NMR(DMSO-d6)51 .83-1 .96(1 H,m), 2.20(3H,s), 2.63-2.77(1 H.m), 2.89(2H,t,J=8.1H2), 3.05(1 H,t,J=6.8Hz>, 
3.12(1 H.t,J=6.2Hz), 3.18-3.53(4H,m), 3.61-3.93(2H,m), 4. 36-4. 77 (4H,m), 6.56(1 H,d,J=8.4Hz), 6.76(1H,dd, 
J=8.4.2.3Hz), 6.83(1 H,d,J=2.3Hz), 8.91(1H,brs), 10.1 9(1 H.brs). 

Example 91 

[0205] Synthesis of 3-[(2S,4S)-4-(5-ben2oyloxy-1 -indolinyl)-2-pyrrolidinylcarbonyl]-1 ,3-thiazolidine dihydrochlorlde 

(1) Using the product (199 mg) of Example 89 (1) and benzoyl chloride (83 ^L), and in the same manner as in 
Example 50 (1), 3-[(2S,4S)-4-(5-benzoyloxy-1-indolinyl)-1-tert-butoxycarbonyl-2-pyrrolidinylcarbonyl]-1 ,3-thiazo- 
lidine (1 73 mg) was obtained as a pale-brown solid. 

(2) Using the above-mentioned compound (1 73 mg), and in the same manner as in Example 70 (2), the title com- 
pound (116 mg) was obtained as a pale-brown powder. 

iH-NMR(DMSO-d6)61. 84-1. 98(1 H,m), 2.66-2.78(1 H,m), 2.93(2H.t.J=8.3Hz). 3.05(1 H,t,J=6.7Hz). 3.13(1H,t, 
J=6.2Hz), 3,23-3.56(4H,m), 3.6-3 .95(2H.m), 4.42-4.78(4H,m), 6.62(1 H,d,J=8.4Hz), 6.93(1 H.dd,J=8.4,2.2Hz), 
6.99(1 H,d,J=2.2Hz), 7.60(2H,t,J=7.5Hz), 7.74(1 H,t,J=7.5Hz). 8.10(2H,d,J=7.5Hz), 8.93(1 H.brs), 1 0.37(1 H,brs). 

Example 92 

[0206] Synthesis of 3-[(2S,4S)-4-(5-fluoro-1 -lndolinyl)-2-pyrrolidinylcarbonyl]-1 ,3-thiazolidine dihydrochlorlde 

(1) Using the title compound (496 mg) of Reference Example 12 and 5-fIuorolndoline (200 mg), and in the same 
manner as in Example 70 (1), 3-[(2S,4S)-1-tert-butoxycarbonyl-4-(5-fluoro-1-indolinyl)-2-pyrrolidinylcarbonyl]- 
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1 ,3-thiazoIidine (492 mg) was obtained as a pale-brown solid. 

(2) Using the above-nnentioned compound (487 mg), and in the same manner as in Example 70 (2), the title com- 
pound (357 mg) was obtained as a white powder. 

iH-NMR(DIVISO-d6)51 .80-1 .95(1 H,m), 2.62-2.75(1 H,m), 2.88(2H,t,J=8.2Hz), 3.04(1 H.t,J=7.0H2). 3.11(1H,t, 
5 J=6.2Hz), 3.18-3.52(4H,m), 3.60-3.94{2H,m), 4.35-4.78(4H,m), 6.55(1 H,dd,J=8.8A3Hz), 6.85(1 H,td, 

J=8.8,2.6Hz), 6,94(1 H,dd,J=8.5,2.6Hz), 8.90(1 H.brs), 10.44(1 H.brs). 

Example 93 

10 [0207] Synthesis of 3-[{2S,4S)-4-(5-chloro-1 •indolinyl)-2-pyn'olidlnylcarbonyl]-1 ,3-thlazoIidine hydrochloride 

(1) Using the title compound (665 mg) of Reference Example 12 and 5-chloroindoline (340 mg), and in the same 
manner as in Example 70 (1), 3-[(2S,4S)-1-tert-butoxycarbonyl-4-(5-chloro-1-indolinyl)-2-pyrrolidinylcarbonyl]- 
1 ,3-thiazolidine (393 mg) was obtained as a white solid. 

15 (2) Using the above-mentioned compound (389 mg), and in the same manner as in Example 70 (2), the title com- 

pound (242 mg) was obtained as a white powder. 

lH-NIVIR(DIVISO-d6)51 .81-1 .95(1 H.m), 2.62-2.74(1 H.m), 2.90(2H,t,J=8.3Hz), 3.04(1 H,t.J=7. 1Hz), 3.12(1 H,t, 
J=6.2Hz), 3.18-3.52(4H.m), 3.60-3.94(2H,m), 4.38-4. 77(4H,m), 6.57(1 H,d,J=8.3Hz), 7.03-7.11 (2H,m), 8.86(1H, 
brs). 1 0.38(1 H.brs). 

20 

Example 94 

[0208] Synthesis of 3-[(2S,4S)-4-(5-bromo-1 -indolinyl)-2-pyrrolidinylcarbonyl]-1 ,3-thiazolidine hydrochloride 

25 (1) Using the title compound (0.901 g) of Reference Example 12 and 5-bromoindoiine (0.713 g), and in the same 

manner as in Example 70 (1), 3-[(2S,4S)-4-(5-bromo-1-indolinyl)-1-tert-butoxycarbonyl-2-pyrrolidinylcarbonyl]- 
1 ,3-thiazoIidine (1 .31 g) was obtained as a white solid. 

(2) Using the above-mentioned compound (340 mg), and in the same manner as in Example 70 (2), the title com- 
pound (251 mg) was obtained as a pale-red powder. 

30 iH-NI^R(DIVISO-d6)51 .82-1 .96(1 H.m), 2.62-2.74(1 H.m), 2.91(2H,t,J=8,3Hz). 3.04(1 H,t,J=7.0Hz), 3.12(1 H,t, 

J=6.2Hz), 3.18-3.54(4H,m). 3.62-3.93(2H.m), 4.37-4.77(4H,m), 6.53(1 H,d,J=8.1Hz>, 7.15-7.24(2H,m), 8.91(1H, 
brs). 1 0.27(1 H,brs). 

Example 95 

35 

[0209] Synthesis of 3-[(2S,4S)-4-(1,2,3,4-tetrahydro-1-quinolyl)-2-pyrrolidinylcarbonyl]-1,3-thiazolidlne hydrochlo- 
ride 

(1) Using the title compound (450 mg) of Reference Example 12 and 1 ,2,3,4-tetrahydroquinoline (0.23 mL), and 
40 in thesame manner as in Example 70 (1),3-[(2S,4S)-1-tert-butoxycarbonyl-4-(1,2,3,4-tetrahydro-1-quinotyl)-2-pyr- 

roIidinylcarbonyl]-1 ,3-thiazolidine (100 mg) was obtained as an oil. 

(2) Using the above-mentioned compound (1 00 mg), and in the same manner as in Example 70 (2). the title com- 
pound (60 mg) was obtained as a pale-brown-reddish powder. 

lH-NMR(DMSO-d6)51 .76-1 .97(3H,m), 2.59-2.73(3H,m), 3.02-3.5(6H,m). 3.62-3.94(2H.m), 4.42-4.86(4H.m), 6.57 
45 (1H.d,J=7.2Hz), 6.80(1 H,d,J=8.3Hz), 6.92(1 H,d,J=7.2Hz), 6.97-7.07(1 H,m), 8.84(1 H,brs), 1 0.04(1 H.brs). 

Example 96 

[021 0] Synthesis of 3-[(2S,4S)-4-(2-isoindolinyl)-2-pyrro]idinylcarbonyl]-1 ,3-thiazolidine 2 trif luoroacetate 

50 

(1 ) The title compound (1 .49 g) of Reference Example 1 0 was dissolved In DMF (50 mL), and potassium carbonate 

(2.04 g) and a,a'-dibromo-o-xylene (1 .37 g) were added thereto. The mixture was stln-ed at room temperature for 
18 hr. Water was added to the reaction mixture and the mixture was extracted with chloroform. The extract was 
washed with brine and dried. The solvent was evaporated under reduced pressure. The residue was purified by 
S5 silica gel chromatography to give 3-[(2S,4S)-1-tert-butoxycarbonyl-4-(2-isoindolinyi)-2-pyrrolidinylcarbonyl]- 

1 ,3-thiazolidine (1 .26 g) as a pale-brown solid. 

(2) Using the above-mentioned compound (910 mg), and In the same manner as in Example 1 , the title compound 
(730 mg) was obtained as a brown powder. 
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iH-NMR{DMSO-d6)52.05-2.14(1H,m). 2.88-2.96(1 H,m), 3.06-3.1 7{2H,m), 3.42-4.02(5H.m), 4.44-4.75{7H.m), 
7.31-7.37(4H,m). 

Example 97 

[0211] Synthesis of 3-[(2S,4S)-4-(N-methylanjlino)-2-pyrrolidinylcarbonyl)-1 ,3-thlazolldine dihydrochloride 

(1 ) Using the title compound (450 nag) of Reference Example 1 2 and N-methylaniline (0.22 mL), and in the same 
manner as In Example 70 (1 ), 3-[(2S,4S)-1 -tert-butoxycarbonyl-4-(N-methylanilino)-2-pyrrolldinylcarbonyl]-1 ,3-thi- 
azolldine (274 mg) was obtained as a white solid. 

(2) Using the above-mentioned compound (21 6 mg), and in the same manner as in Example 70 (2), the title com- 
pound (149 mg) was obtained as a white powder. 

iH-NMR(DMSO-d6)51. 83-1. 98(1 H,m), 2.56-2.69(1 H,m), 2.82(3H.s). 3.05(1 H,t,J=6.9Hz), 3.11 (1 H,t,J=6.2Hz). 
3.20-3.32(1 H,m), 3.36-3.50(1 .m). 3.62-4.0(4H,m), 4.43-4.82(4H,m). 6.85(1 H.t,J=7.5Hz), 7.02(1 H,d.J=7.5Hz), 
7.27(1 H,t,J=7.5Hz), 8.89(1 H.brs), 1 0.44(1 H.brs). 

Example 98 

[02121 Synthesis of 3-{(2S,4S)-4-[N-(5-cyano-2-pyridyl)-N-methylamino]-2-pyrrolidlnylcarbonyl)-1 ,3-thiazolidine hy- 
drochloride 

(1 ) Using the product (31 3 mg) of Example 58 (1 ) and methyl iodide 53 \iL, and in the same manner as in Example 
82 (1 ), 3-{{2S,4S)-1 -tert-butoxycarbonyl-4-[N-(5>cyano-2-pyridyl)-N-methylamlno]-2-pyn^olidinylcarbonyl}-1 ,3-thi- 
azolidine (200 mg) was obtained as a white powder. 

(2) Using the above-mentioned compound (198 mg>, and in the same manner as in Example 5 (2), the title com- 
pound (1 65 mg) was obtained as a white powder. 

lH-NMR(DMSO-d6)51 .91 -1 .99(1 H,m), 2.62-2.70(1 H,m), 2.98(3H,s), 3.00-3.1 3(2H,m), 3.30-3.34(2H,m), 3.65-3.93 
(2H,m). 4.45-4.77(3H,m). 5.51 -5.57(1 H.m), 6.84(1 H,d,J=9.0Hz), 7.94(1 H.dd,J=9.0.2.4Hz), 8.52(1 H.d,J=2.4H2), 
8.93(1 H.brs), 10.22(1 H,brs). 

Example 99 

[0213] Synthesis of 3-{(2S,4S)-4-[N-(3-cyanophenylmethyl)-N-methytamlno]-2-pyn'olldinylcarbonyl}-1,3-thia2olidlne 
dihydrochloride 

(1) Using 3-[(2S,4S)-1 -tert-butoxycarbonyl-4-(3-cyanophenylmethyl)amino-2-pyrrolidinylcarbonyl]-1 ,3-thiazolid- 
ine [product of Example 78 (1), 313 mg], and in the same manner as in Example 64 (1), 3-{(2S,4S)-1-tert-butox- 
ycarbonyl-4-[N-(3-cyanophenylmethyl)-N-methylamino]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (598 mg) was ob- 
tained as an oil. 

(2) The above-mentioned compound (571 mg) was dissolved in ethyl acetate (2.65 mL) and 4 mol/L hydrochloric 
acid-ethyl acetate (1 .66 mL) was added thereto. The mixture was stin-ed at room temperature for 18 hr. The pre- 
cipitated solid was collected by filtration to give the title compound (377 mg) as a white powder 

1 H-NMR(DMSO-d6)52.20-2.42(1H,m), 2.57(3H,brs). 2.80-3.20(3H,m), 3.55-4.1 0(5H,m), 4.20-4.85(5H,m), 7,68 
(1H.t.J=7.8Hz), 7.88-8.05(2H,m), 8.14(1H,bre). 9.12(1H,brs), 1 0.70(1 H.brs). 

Example 100 

[0214] Synthesis of 3-{(2S,4S)-4-[N-(4-cyanophenylmethyl)-N-(2-propyl)amino]-2-pyn'olidinylcarbonyl}-1 ,3-thiazoli- 
dlne dihydrochloride 

(1) Using the product (833 mg) of Example 63 (1) and acetone, and in the same manner as in Example 70 (1), 3- 
{(2S,4S)-1-tert-butoxycarbonyl-4-[N-(4-cyanophenylmethyl)-N-(2-propyl)amino]-2-pyn'olidinylcarbonyl}-1 ,3-thla- 

zolidine (818 m) was obtained. 

(2) The above-mentioned compound (792 mg) was dissolved in ethyl acetate (3.47 mL) and 4 mol/L hydrochloric 
acid-ethyl acetate (2.16 mL) was added thereto. The mixture was stirred at room temperature for 18 hr and the 
precipitated solid was collected by filtration to give the title compound (637 mg) as a white powder. 
lH-NMR(DMSO-d6)80.90-1.60(6H.m), 1. 95-2.45(1 H,m), 2.65-3.20(3H,m), 3.40-4.90(1 IH.m), 7.50-8.30(4H,m). 
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Example 101 

[0215] Synthesis of 3-{(2S,4S)-4-[N-buty!-N-(4-cyanophenylmethyl)amlno]-2-pyrrolidinylcarbonyl)-1 ,3-thia20lidlne 
dihydrochtoride 

(1) Using the product (833 mg) of Example 63 (1) and n-butyraidehyde (216 mg), and in the same manner as in 
Example 70 (1 ), 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[N-butyl-N-(4-cyanophenylmethyl)amlno]-2-pyrrolidiny!carbo- 
nyl}-1 .3-thiazolidlne (837 mg) was obtained. 

(2) The above-mentioned compound (830 mg) was dissolved in ethyl acetate (3.51 mL) and 4 mol/L hydrochloric 
acid-ethyl acetate (2.20 mL) was added thereto. The mixture was stirred at room temperature for 18 hr and the 
precipitated solid was collected by filtration to give the title compound (607 mg) as a pale-yellow powder. 
iH-NMR(DMSO-de)50.80(3H,t.J=7.2Hz), 1.18(2H.quint,J=6.9Hz), 1.30-1.90(2H,m), 2.1 0-2.50(1 H.m), 2.60-3.24 
{5H,m), 3.54-4.87(9H,m), 7.60-8.20(4H,m). 

Example 102 

[0216] Synthesis of 3-{(2S,4S)-4-[N-(4-cyanophenylmethyl)-N-(2-hydroxyethyl)amino}-2-pyrrolidinylcarbonyl}- 
1 ,3-thiazolidlne dihydrochloride 

(1) The product (1 .67 g) of Example 63 (1) was dissolved in N-methyl-2-pyrrolidone (12 mL), and 2-bromoethanol 
(1 .42 mL) and diisopropylethylamine (2.09 mL) were added thereto. The mixture was stin'ed at 80**C for 2 days. 
The reaction mixture was added to saturated aqueous sodium hydrogencarbonate solution and the mixture was 
extracted with ethyl acetate. The extract was dried and the solvent was evaporated under reduced pressure. The 
residue waspurifiedby silica gelchromatography to give 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[N-(4-cyanophenylme- 
thyl)-N-(2-hydroxyethyl)amino]-2-pyrrolidlny!carbonyl)-1 ,3-thlazolidine (0.480 g). 

(2) The above-mentioned compound (480 mg) was dissolved In ethyl acetate (2.08 mL) and 4 mol/L hydrochloric 
acid-ethyl acetate (1 .04 mL) was added thereto. The mixture was stinted at room temperature for 1 8 hr and the 
precipitated solid was collected by filtration to give the title compound (351 mg) as a brown powder. 
iH-NMR(DMSO-d6)51 .85-1 .97(1 H.m), 2.02-2.33(2H,m), 2.70-4.80(1 4H,m), 7.60-8.00(4H,m). 9.00(1 H,brs), 1 0.50 
(IH.brs). 

Example 103 

[0217] Synthesis of 3-{(2S,4S)-4-[N-(carboxymethyl)-N-(5-cyano-2-pyridyl)amino]-2-pynrolidinylcarbonyl]-1 ,3-thia- 
zolidine thfluoroacetate 

(1) Using the product (461 mg) of Example 58 (1) and tert-butyl bromoacetate (202 ^.L), and in the same manner 
as in Example 82 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[N-(tert-butoxycarbonylmethyl)-N-(5-cyano-2-pyridyl) 
amino]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (344 mg) was obtained as a pale-yeliow powder. 

(2) Using the above-mentioned compound (340 mg), and by the synthesis In the same manner as In Example 1 
and purification by HPLC, the title compound (118 mg) was obtained as a white solid. 

iH-NMR(500MHz.DMSO-d6)61 .93-1 .98(1 H,m). 2.66-2.69(1 H,m), 3.04-3.1 2(2H,m), 3.27-3.31(1 H.m), 3.40-3.45 
(1H,m), 3.62-3.87(2H,m), 4.32(2H,s), 4.44-4.71 (3H,m), 5.23(1H,m), 6.81(1H,d,J=7.3Hz), 7.95(1H,dd, 
J=7.3,2.3Hz), 8.51 (1 H.d, J=2.3Hz). 

Example 104 

[0218] Synthesis of 3-{(2S,4S)-4-[N-(4-cyanophenylmethyl)-N-{ethoxycarbonylmethyl)amino]-2-pyn'olidinylcarbo- 
nyl}-1 ,3-thiazolidine dihydrochloride 

(1) The product (0.833 g) of Example 63 (1) was dissolved in N-methyl-2-pyn'olldone (6 mL), and ethyl bromoac- 
etate (0.333 mL) and diisopropylethylamine (1 .05 mL) were added thereto. The mixture was stirred at room tem- 
perature for 1 8 hr The reaction mixture was added to saturated aqueous sodium hydrogencarbonate solution, and 
the mixture was extracted with ethyl acetate. The extract was dried, and the solvent was evaporated under reduced 
pressure.The residue waspurifiedby silica gelchromatographytogive3-{(2S,4S)-1-tert-butoxycarbonyl-4-[N-(4-cy* 
anophenylmethyl)-N-(ethoxycarbonylmethyl)amino]-2-pyrrolldiny1carbonyl}-1,3-thiazolldlne (1.01 g) as an oil. 

(2) The above-mentioned compound (976 mg) was dissolved in ethyl acetate (3.88 mL) and 4 mol/L hydrochloric 
acid-ethyl acetate (2.43 mL) was added thereto. The mixture was stin'ed at room temperature for 18 hr and the 
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precipitated solid was collected by filtration to give the title compound (630 mg) as a white powder 
iH-NMR(DMSO-d6)51 .1 8-(3H,t,J=7.1 Hz),1 .67-1 .90(1 H,m),2.56-2.75(1 H,m). 2.94-3.22(3H.m), 3.25-4,00(8H,m), 
4.07(2H.q,J=7.1Hz), 4.34-4.78(3H.m), 7.54(2H,d,J=8.2Hz), 7.81(2H.d.J=8.2Hz). 8.86(1 H.brs), 1 0.40(1 H.brs). 

Example 105 

[021 9] Synthesis of 3-{(2S ,4S)-4-[N-(4-cyanophenylmethyl)-N-(isopropoxycarbonylmethyl)amino]-2-pyrrolidinylcar- 
bonyi}-1 ,3-thlazolidine dihydrochloride 

(1 ) Using the product (0.833 g) of Example 63 (1 ) and isopropyl bromoacetate (0.259 mL), and in the same manner 
as In Example 104 (1), 3-{(2S,4S)-1-tert-butoxycarbonyI-4-[N-(4-cyanophenylmethyl)-N-(isopropoxycarbonylme- 
thyl)amlno]-2-pyrrolldlnylcarbonyl}-1,3-thlazolldlne (0.967 g) was obtained as an oil. 

(2) The above-mentioned compound (966 mg) was dissolved In ethyl acetate (3.74 mL) and 4 mol/L hydrochloric 
acid-ethyl acetate (1 .87 mL) was added thereto. The mixture was stirred at room temperature for 8 hr. The pre- 
cipitated solid was collected by filtration to give the title compound (641 mg) as a white powder. 
lH-NMR(DMSO-d6)51.18(6H.d,J=6.0H2), 1.65-1. 84(1 H,m), 2.55-2.74(1 H,m), 2.95-3. 16(3H,m), 3.22-3.47(3H,m), 
3.50-3.98(5H,m), 4.39-4.80(3H.m). 4.91(1H,qulnt,J=6.3Hz), 7.53(2H.d,J=8.1Hz), 7.81(2H,d,J=8.4Hz), 8.70(1 H, 
brs), 1 0.25(1 H,brs). 

Example 106 

[0220] Syntheslsof3-{(2S,4S)-4-[N-(benzyloxycarbonylmethyl)-N-(4-cyanophenylmethyl)amlno}-2-pyn'olldlnylcarb- 
onyl]-1 ,3-thlazolidine dihydrochloride 

(1) Using the product (0.833 g) of Example 63 (1) and benzyl bromoacetate (0.31 7 mL), and in the same manner 
as in Example 104 (1), 3-{(2S,4S)-4-[N-(benzyloxycarbonylmethyl)-N-(4-cyanophenylmethyl)amino]-1-tert-butox- 
ycarbonyl-2-pyrrolidinylcarbonyl}-1 ,3-thiazolldlne (0.992 g) was obtained as an oil. 

(2) The above-mentioned compound (992 mg) was dissolved in ethyl acetate (3.51 mL) and 4 mol/L hydrochloric 
acid-ethyl acetate (1 .76 mL) was added thereto. The mixture was stirred at room temperature for 8 hr and the 
precipitated solid was collected by filtration to give the title compound (680 mg) as a white powder. 

1 H-NiVIR(DMSO-d6)51 .67-1 .85(1 H,m), 2.53-2.71 (1H,m), 2.94-3.20(3H,m), 3.20-4.00(8H,m), 4.37-4.80(3H,m), 
5.11(2H,s). 7.29-7.45(5H,m), 7.50(2H,d,J=8.1Hz), 7.78(2H,d,J=8.4H2), 8.75(1H,brs), 10.15(1 H,brs). 

Example 107 

[0221] Synthesis of 3-{(2S,4S)-4-[N-(carboxymethyl)-N-(4-cyanophenylmethyl)amino]-2-pyrrolidinylcarbonyl}- 
1 ,3-thiazolidine 2 trifluoroacetate 

(1 ) Using the product (0.833 g) of Example 63 (1 ) and tert-butyl bromoacetate (0.443 mL), and in the same manner 
as in Example 104 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[N-(tert-butoxycarbonylmethyl)-N-(4-cyanophenylme- 
thyl)amino]-2-pyrrolidinylcarbonyl}-1,3-thiazolidine (0.990 g) was obtained. 

(2) The above-mentioned compound (881 mg) was dissolved in ethyl acetate (3.06 mL) and 4 mol/L hydrochloric 
acid-ethyl acetate (6.91 mL) was added thereto. The mixture was stin-ed at room temperature for 3 days. The 
precipitated solid was purified by HPLC to give the title compound (141 mg) as a white powder. 
lH-HMR(DMSO-d6)51 .65-1 .84(1 H,m), 2.57-2.74(1 H,m), 2.96-3.1 9(3H,m), 3.22-4.00(8H.m), 4,37-4.72(3H,m), 
7.53(2H,d,J=8.4H2), 7.81(2H,d,J=8.1Hz), 8.77(1 H,brs), 9.63(1 H.brs). 

Example 108 

[0222] Synthesis of 3-{(2S,4S)-4-[N-(4-carbamoylphenylmethyl)-N-(carboxymethyl)amlno]-2-pyrroiidinylcarbonyl}- 
1 ,3-thlazolldine 2 trifluoroacetate 

[0223] The title compound (41 mg) was obtained as a pale-yetlow powder by purification of Example 1 07 (2) by HPLC, 
iH-NMR(DMSO-d6)61. 67-1. 90(1 H,m), 2.56-2.79(1 H.m), 2.90-4.20(1 IH.m), 4.36-4.74(3H,m), 7.34(1H,brs), 7.56(2H, 
d,J=8.1H2), 7.84(2H,d, J=8.4Hz), 7.96(1 H.brs), 8.80(1 H, brs), 9.60(1 H.brs). 

Example 109 

[0224] Synthesis of 3-{(2S,4S)-4-[N-(carbamoylmethyl)-N-(4-cyanophenylmethyl) amlno]-2-pyrrolidinylcafbonyl}- 
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1 ,3-thiazolidine dihydrochloride 

(1 ) Using the product (0.833 g) of Example 63 (1 ) and 2-bromoacetannide (0.276 mL), and In the sanne manner as 
in Example 104 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[N-(carbamoylmethyl)-N-(4-cyanophenylmethyl)amino]- 

2-pyrrolidinylcarbonyl}-1 ,3-thiazo(idine (0.599 g) was obtained. 

(2) The above-mentioned compound (599 mg) was dissolved in ethyl acetate (2.53 mL) and 4 mol/L hydrochloric 
acid-ethyl acetate (1.27 mL) was added thereto. The mixture was stirred at room temperature for 6 hr and the 
precipitated solid was collected by filtration to give the title compound (41 6 mg) as a white powder. 
lH-NMR(DMSO-d6)51 .76-1 .99(1 H.m), 2.62-2.83(1 H,m), 2.90-4.1 0(1 IH.m). 4.25-4.80(3H,m), 7.22(1 H.brs). 7.44 
(IH.brs). 7.64(2H,d.J=8.1Hz). 7.84(2H,d.J=8,4Hz), 8.82(1H,brs), 1 0.35(1 H.brs). 

Example 110 

[0225] Synthesis of 3-((2S,4S)-4-benzoylamino-2-pyrroIidinylcarbonyl)-1 ,3-thiazolidine 

(1) Using the title compound (499 mg) of Reference Example 10 and benzoyl chloride (202 jiL), and in the same 
manner as in Reference Example 7, 3-((2S,4S)-4-benzoylamtno-1-tert-butoxycarbonyl-2-pyrrolidinylcarbonyl)- 
1 ,3-thiazolidine (652 mg) was obtained as a white powder. 

(2) Using the above-mentioned compound (648 mg), and in the same manner as in Example 5 (2), the title com- 
pound (250 mg) was obtained as a white powder. 

^H-NMR(500MHz, DMSO-d6)61 .76-1 .81(1 H,m), 2.33-2.39(1 H.m), 2.91-3.09(5H,m), 3.63-3.95(3H,m), 4.34-4.70 
(3H,m), 7.44-7.53(3H,m), 7.80-7.82(2H.m), 8.38(1 H.brs). 

Example 111 

[0226] Synthesis of 3-[(2S,4S)-4-(4-cyanobenzoyl)amlno-2-pyrrolidlnylcarbonyl]-1 ,3-thiazolidine hydrochloride 

(1) Using the title compound (543 mg) of Reference Example 10 and 4-cyanobenzoyl chloride (313 mg), and in 
the same manner as in Reference Example 7, 3-[(2S,4S)-1-tert-butoxycarbonyl-4-(4-cyanobenzoyl)amino-2-pyr- 
rolidlnylcarbonyl]-1 ,3-thlazolldlne (804 mg) was obtained as a white powder. 

(2) Using the above-mentioned compound (798 mg), and in the same manner as In Example 5 (2), the title com- 
pound (513 mg) was obtained as a white powder. 

iH-NMR(500MHz.DMSO-d6)52.01 -2.06(1 H.m). 2.81 -2.86(1 H,m), 3.03-3. 14(2H.m). 3.36-3.50(2H,m), 3.65-3,94 
(2H.m), 4.45-4.75(4H,m), 7.98-8.06(4H.m). 8.86(1 H.brs). 9.07-9.1 2(1 H.m), 1 0.49(1 H.brs). 

Example 112 

[0227] Synthesis of 3-[(2S,4S)-4-(5-chloro-2-nltrobenzoyl)amino-2-pyrrolldinylcarbonyl]-1 ,3-thiazolldlne hydrochlo- 
ride 

(1) Using the title compound (495 mg) of Reference Example 10 and 5-chloro-2-nitrobenzoic acid (300 mg), and 
in the same manner as in Reference Example 9, 3-[(2S,4S)-1 •tert-butoxycarbonyl-4-(5-chloro-2-nitrobenzoyl)ami- 
no-2-pyn'olidlnylcarbonylj-l ,3-thiazolldine (340 mg) was obtained as a white powder. 

(2) Using the above-mentioned compound (338 mg), and in the same manner as in Example 5 (2), the title com- 
pound (272 mg) was obtained as a white powder. 

iH-NMR(DMSO-d6)51 .88-1 .99(1 H,m), 2.79-2.88(1 H,m), 3.04-3.1 5(2H,m), 3.26-3.36(1 H,m), 3.47-3.94(3H,m), 
4.44-4.75(4H,m). 7.80-7.84(2H,m), 8.11-8.14(1H,m), 9,09-9.1 2(1 H.m), 9.50(2H,brs). 

Example 113 

[0228] Synthesis of 3-[(2S,4S)-4-(2.4-dlchlorobenzoyl)amlno-2-pyrrolldlnylcarbonyl]-1 ,3-thiazolldine hydrochloride 

(1) Using the title compound (440 mg) of Reference Example 10 and 2,4-dichlorobenzoic acid (254 mg), 'and in 
the same manner as in Reference Example 9, 3-[(2S,4S)-1-tert-butoxycarbonyl-4-(2,4-dichlorobenzoyl)amino- 
2-pyrrolidinylcarbonyl]-1 ,3-thiazolidine (356 mg) was obtained as a white powder. 

(2) Using the above-mentioned compound (366 mg), and in the same manner as In Example 5 (2), the title com- 
pound (211 mg) was obtained as a white powder. 

iH-NMR(DMSO-d6)61 .86-1 .99(1 H,m), 2.79-2.88(1 H.m), 3.04-3, 14(2H,m). 3.26-3.31 (IH.m). 3.47-3.95{3H,m), 
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4.43-4.75(4H,m), 7.50-7.56(2H,m), 7.71 (1H.s), 8.84-8.88(1 H,m), 9.70{2H,brs). 
Example 114 

[0229] Synthesis of 3-{(2S,4S)-4-[(3-nitrophenyl)acetyl]amino-2-pyrrolldinylcarbonyl}-1 ,3-thiazolidine hydrochloride 

(1) Using the title compound (370 mg) of Reference Example 10 and 3-nltrophenylacetic acid (201 mg), and in the 
same manner as In Reference Example 9, 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[(3-nitrophenyl)acetyl]amlno-2-pyr- 
rolidlnylcarbonyl}-1 ,3-thiazolidine (516 mg) was obtained as a white powder. 

(2) Using the above-mentioned compound (51 5 mg), and in the same manner as in Example 5 (2), the title com- 
pound (427 mg) was obtained as a white powder. 

iH-NMR(500MH2.DMSO-d6)51 .86-1 .93(1 H.m), 2.74-2.78(1 H.m), 3.04-3.14(3H,m), 3.40-3.44(1 H,m), 3.63(2H,s), 
3.63-3.89(2H.m), 4.36-4.70 (4H,m), 7.60-7.63(1 H.m), 7.72(1 H,d,J=7.7Hz), 8.12(1 H,d,J=8.2Hz), 8.15(1H,s). 

8.65-8.68(1 H.m), 

Example 115 

[0230] Synthesis of 3-[(2S,4S)-4-(trans-3-trifluoromethylcinnamoyl)amino-2-pyrrolidinylcarbonyl]-1 ,3-thiazotidine 
hydrochloride 

(1) Using the compound (338 mg) of Reference Example 1 0 and 3-trifluoromethylcinnamoyl chloride (201 ^L), and 
in the same manner as in Reference Example 7, 3-[(2S,4S)-1-tert-butoxycarbonyi-4-(trans-3-trifluoromethylcin- 
namoyl)amino-2-pyrrolidinylcarbonyl]-1,3-thiazoIidine (274 mg) was obtained as a white powder 

(2) Using the above-mentioned compound (270 mg), and in the same manner as in Example 5 (2), the title com- 
pound (230 mg) was obtained as a white powder. 

lH-NMR(DMSO-d6)51 .78-1 .88(1 H,m), 2.79-2.87(1 H,m), 3.04-3.22(3H,m), 3.46-3.52(1 H.m), 3.64-3.94(2H,m), 
4.46-4.76(4H,m), 6.76(1 H,d,J=15.9Hz). 7.57(1 H,d,J=15.9Hz), 7.64-7.76(2H,m), 7.89-8,03(2H,m), 8.70-8.75(1 H, 
m), 9.60(2H,brs). 

Example 116 

[0231] Synthesis of 3-{(2S,4S)-4-[N-(4-cyanobenzoyi)-N-(4-cyanophenyImethyl)amino]-2-pyrrolidlnylcarbonyl}- 
1 ,3-thiazolidine hydrochloride 

(1) The product (0.833 g) of Example 63 (1) was dissolved in dichloromethane (10 mL), and triethyiamine (0.418 
mL) and 4-cyanobenzoyl chloride (0.331 g) were added thereto. The mixture was stirred at room temperature for 
1 8 hr. The reaction mixture was added to saturated aqueous sodium hydrogencarbonate solution, and the mixture 
was extracted with ethyl acetate. The extract was dried and the solvent was evaporated under reduced pressure. 
The residue was purified by silica gel chromatography to give 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[N-(4-cyanoben- 
zoyl)-N-(4-cyanophenyImethyl)amino]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (0.956 g). 

(2) The above-mentioned compound (514 mg) was dissolved in ethyl acetate (1 .88 mL) and 4 mol/L hydrochloric 
acid-ethyl acetate (1.18 mL) was added thereto. The mixture was stirred at room temperature for 18 hr and the 
precipitated solid was collected by filtration to give the title compound (320 g) as a white powder. 
iH-NMR(DMSO-d6)51 .62-2.39(1 H,m), 2.46-2.82(1 H.m). 2.90-3.25(2H,m), 3.30-3.95(4H,m). 4.25-5.00(6H.m), 
7.30-8.20(8H,m). 

Example 117 

[0232] Synthesis of 3-{(2S,4S)-4-[N-acetyl-N-(5-cyano-2-pyridyl)amino]-2-pyn'otidinylcarbonyi}-1,3-thia20lidine hy- 
drochloride 

(1) Using the product (340 mg) of Example 58 (1) and acetyl chloride (72 \iL), and in the same manner as in 
Example 82 (1 ), 3-{(2S,4S)-4-[N-acetyl-N-(5-cyano-2-pyridyl)amino]-1 -tert-butoxycarbonyl-2-pyrrolidinylcarbo- 
nyl}-1 ,3-thiazolidine (188 mg) was obtained. 

(2) Using the above-mentioned compound (1 86 mg), and in the same manner as in Example 82 (2), the title com- 
pound (121 mg) was obtained as a white powder. 

lH-NMR(500MHz,DMSO.d6)61 .90-1 .95(1 H.m), 1.91(3H,s), 2.75-2.80(1 H.m), 3.03-3.11 (2H,m), 3.40-3.44(1 H,m), 
3.50-3.54(1 H.m), 3.59-3.63(1 H,m), 3.71 -3.85(1 H,m), 4.39-4.44(1 H,m) 4.56-4.69(2H,m), 5.04-5.08(1 H.m), 7.75 
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{1H.d,J=8.3Hz), 8.50(1 H,dd,J=8.3,2.1 Hz). 9.01(1H,d,J=2.1Hz). 
Example 118 

s [0233] Synthesis of 3-((2S,4S)-4-phthalimido-2i3yrrolidinylcarbonyt)-1 ,3-thiazolidine trifluoroacetate 

(1 ) The title compound (1 .23 g) of Reference Example 1 0 was suspended in toluene (20 mL), and phthallc anhydride 
(632 mg) and triethylamine (60 ^L) were added thereto. The mixture was refluxed for 5 hr. To the reaction mixture 
was added 10% citric acid solution and the mixture was extracted with ethyl acetate. The extract was washed 

10 successively with saturated aqueous sodium hydrogencarbonate solution and brine, and dried. The solvent was 

evaporated under reduced pressure. The residue was purified by silica gel chromatography to give 3-((2S,4S)- 
1 -tert-butoxycarbonyl-4-phthalimido-2-pyn'olidinylcarbonyl)-1 ,3-thiazolidine (1 .21 g) as a white solid. 

(2) The above-mentioned compound (362 mg) was dissolved in dichloromethane (4 mL) and trifluoroacetic acid 
(2 mL) was added thereto. The mixture was stirred at room temperature for 20 hr. The solvent was evaporated 

15 under reduced pressure to give the title compound (374 mg) as a pale-yellow solid. 

lH-NMR(600MHz,DMSO-d5)62.38-2.44(1H,m), 2.80-2.84(1 H,m), 3.07-3.1 3(2H,m), 3.50-3.54(1 H.m), 3.60-3.89 
(3H,m), 4.46-4.50(1 H,m), 4.62-4.78(2H,m), 4.97-5.00(1 H,m), 7.86-7.90(4H,m), 8.74(1 H,brs). 9.90(1 H.brs). 

Example 119 

20 

[0234] Synthesis of 3-[(2S,4S)-4-(4-nltrophthalimido)-2-pyrrolidinyIcarbonyl]-1 ,3-thiazolidine trifluoroacetate 

(1) Using the title compound (2.31 g) of Reference Example 10 and4-nitrophthalic anhydride (1.16 g), and In the 
same manner as in Example 118 (1), 3-[(2S,4S)-1-tert-butoxycarbonyl-4-(4-nitrophthalimido)-2-pyrrolidinylcarbo- 

25 nyl]-1 ,3-thiazolidine (1 .42 g) was obtained as a white solid. 

(2) Using the above-mentioned compound (355 mg), and in the same manner as in Example 118 (2), the title 
compound (298 mg) was obtained as a white powder 

iH-NMR(500MH2,DMSO-d6)62.40-2.45(1H,m). 2.82-2.88,(1 H.m), 3.06-3,1 4{2H,m), 3.52-3.56(1 H,m). 3.62-3.89 
(3H.m), 4.47-4.50(1 H,m), 4.62-4.78(2H,m), 5.01 -5.07(1 H,m), 8.15(1H,d,J=8.2Hz), 8.51(1 H,d,J=1 .9Hz), 8.65(1H, 
30 dd,J=8.2,1 .9Hz), 9.24(2H,brs). 

Example 120 

[0235] Synthesis of 3-[(2S,4S)-4-(3-phenylureldo)-2-pyrrotidinylcarbonyl]-1 ,3-thiazolidine trifluoroacetate 

35 

(1) The title compound (401 mg) of Reference Example 10 was dissolved in tetrahydrofuran (10 mL), and phenyl 
isocyanate (167 mg) was added thereto at room temperature. The mixture was stirred for 18 hr. To the reaction 
mixture was added 10% citric acid solution and the mixture was extracted with ethyl acetate. The extract was 
washed successively with saturated aqueous sodium hydrogencarbonate solution and brine, and dried. The solvent 

40 was evaporated under reduced pressure to give 3-[(2S,4S)-1-tert-butoxycarbonyl-4-(3-phenylureido)-2-pyn'olidi- 

nylcarbonyl)3l ,3-thiazolidine (560 mg) as a white solid. 

(2) The above-mentioned compound (532 mg) was dissolved in trifluoroacetic'acid (2 mL) and the mixture was 
stin'ed at room temperature for 3 hr. The solvent was evaporated under reduced pressure to give the title compound 
(363 mg) as a brown powder. 

45 iH-NMR(500MHz.DMSO,-d6)51 .75-1. 80(1 H,m), 2.75-2.80(1 H,m), 3.04-3.20(3H,m), 3.43-3.47(1 H,m), 3.68-3.89 

(2H,m), 4.40-4.71 (4H,m), 6.72-6.75(1 H,m), 6.91(1H,t,J=7.4H2), 7.21-7.24(2H,m), 7.39(2H,d,J=7.8Hz), 8.85(1 H, 
brs), 8.89-8.90(1 H.m), 9.60(1 H.brs). 

Example 121 

50 

[0236] Synthesis of 3-{[2S,4S)-4-[3-(4-cyanophenyl)ureldo]-2-pyrrolidinylcarbonyl}-1 .3-thiazolidlne 

(1) Using the title compound (640 mg) of Reference Example 10 and 4-cyanophenyl isocyanate (321 mg), and in 
the same manner as in Example 120 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[3-(4-cyanophenyi)ureido]-2-pyrro- 

55 lidinylcarbonyl}-1 ,3-thiazolidine (992 mg) was obtained as a white powder. 

(2) The above-mentioned compound (978 mg) was dissolved in chlorofomn (5 mL), and then dissolved in trifluor- 
oacetic acid (3 mL), and the mixture was stirred at room temperature for 8 hr The solvent was evaporated under 
reduced pressure and saturated aqueous sodium hydrogencarbonate solution was added to the residue. The 
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mixture was extracted with chloroform. The extract was concentrated under reduced pressure to give the title 
compound {140 mg) as a white powder. 

iH-NMR(DMSO-d6)61 .60-1 .68(1 H,m), 2.22-2.32(1 H.m), 2.67-2.72(1 H,nn), 2.91-3.11 (4H,m), 3.65-3.93(3H,m), 
4.13-4.1 6(1 H,m), 4.43-4.72(2H,m). 6.47(1 H,d,J=7.2Hz), 7.56(2H,d,J=8.7Hz). 7.65(2H,d,J=8.7Hz), 9.11(1H.s). 

Example 122 

[0237] Synthesis of 3-((2S,4S)-4-phenylsulfonylamino-2-pyrrolidinylcarbonyl)-1 ,3-thiazolidlne hydrochloride 

(1 ) The title compound (543 mg) of Reference Example 1 0 was dissolved in dichloromethane (1 0 mL), and 4-meth- 
ylmorpholine (240 ^L) and benzenesulfonyl chloride (240 ^L) were added thereto at room temperature. The mixture 
was stirred for 17 hr. To the reaction mixture was added 10% citric acid solution, and the mixture was extracted 
with ethyl acetate. The extract was washed successively with saturated aqueous sodium hydrogencarbonate so- 
lution and brine, and dried. The solvent was evaporated under reduced pressure to give 3-((2S,4S)-1-tert-butox- 
ycarbonyi-4-phenylsulfonylamino-2-pyrrolidinylcari3onyl)-1 ,3-thiazolidine (644 mg) as a white powder. 

(2) The above-mentioned compound (634 mg) was dissolved in ethyl acetate (4 mL) and 4 moi/L hydrochloric acid- 
ethyl acetate (1 .8 mL) was added thereto. The mixture was stirred at room temperature for 67 hr. The precipitate 
was collected by filtration to give the title compound (437 mg) as a pale-yellow powder. 

^H-NMR(500MHz,DMSO-d6)51 .68-1 .74(1 H,m), 2.50-2.58(1 H,m), 3.00-3.08(3H,m), 3.1 7-3.20(1 H,m), 3.53-3.87 
(3H,m), 4.38-4.63(3H,m), 7.62-7.71 (3H,m), 7.84-7.85(2H,m), 8.24-8.27(1 H.m) 9.50(2H,brs). 

Example 123 

[0238] Synthesis of 3-[(2S,4S)-4-(4-cyanophenylsulfonyl)amino-2-pyrrolidinylcarbonyl]-1,3-thiazolidine hydrochlo- 
ride 

(1) Using the title compound (1 .09 g) of Reference Example 10 and 4-cyanobenzenesuIfonyl chloride (0.780 g), 
and in the same manner as in Example 122 (1), 3-[(2S,4S)-1-tert-butoxycarbonyl-4-(4-cyanophenylsuIfonyl)amlno- 
2-pyrrolidinylcari3onyl]-1 ,3-thiazolidine (1.67 g) was obtained as a white powder. 

(2) Using the above-mentioned compound (798 mg), and in the same manner as in Example 122 (2), the title 
compound (544 mg) was obtained as a pale-yellow powder. 

iH-NMR(500MHz,Diy/lSO-d6)51 .68-1 .75(1 H,m), 2.53-2.59(1 H,m), 3,02-3.09(3H,m), 3.23-3.28(1 H,m), 3.54-3.90 
(3H,m), 4.40-4.64(3H,m), 8.01(2H,d,J=8.4Hz). 8.13(2H.d,J=8.4Hz), 8.62-8.65(1 H,m), 9.93(2H,brs). 

Example 124 

[0239] Synthesis of 3-{(2S,4S)-4-[N-(4-cyanophenylmethyl)-N-(4-cyanophenyIsutfonyl)amino]-2-pyn'olidinylcarbo- 
nyl}-1 ,3-thlazolidlne hydrochloride 

(1) 3-[(2S,4S)-1-tert-ButoxycariDonyl-4-{4-cyanophenyIsutfonyI)amino-2-pyrrolidinylcarbonyl]-1,3-thlazolidine 
[product of Example 123 (1), 856 mg] was dissolved in DMF (20 mL), and potassium carbonate (380 mg) and 
4-cyanobenzyl bromide (400 mg) were added thereto at room temperature. The mixture was stirred for 4 hr. To 
the reaction mixture was added 10% citric acid solution, and the precipitate was collected by filtration to give 3-{ 
(2S,4S)-1-tert-butoxycarbonyl-4-[N-(4-cyanophenylmethyl)-N-(4-cyanophenylsulfonyl)amino]-2-pyrrolidlnylcarb- 
onyl}-1,3-thiazolidine (900 mg) as a pale-yellow solid. 

(2) Using the above-mentioned compound (900 mg), and In the same manner as In Example 122 (2), the title 
compound (800 mg) was obtained as a pale-yellow powder. 

iH-NMR(500MHz.DMSO-d6)61 .54-1 .60(1 H.m), 2.46-2.60(1 H,m), 2.79(1 H,dd,J=8.7,1.6Hz), 3. 00-3. 20 (3 H.m), 
3.55-3.58(1 H,m), 3.68-3.82(1 H,m), 4.34-4.63(3H.m), 4.65(2H,s), 4.87-4.93(1 H,m), 7.51(2H,d.J=8.2Hz), 7.86(2H. 
d.J=8.2Hz), 8.11(2H,d,J=8.4Hz), 8.16(2H.d,J=8.4Hz), 8.85(1 H.brs), 9.91(1H,brs). 

Example 125 

[0240] Synthesis of 3-[(2S,4S)-4-(1 -pyrrolidinyl)-2-pyrrolidinylcariDonyl]-1 ,3-thia20lldlne dihydrochloride 

(1 ) Using* the title compound (1 .00 g) of Reference Example 1 2 and pyrrolidine (0.274 g), and in the same manner 
as in Example 70 (1), 3-[(2S,4S)-1-tert-butoxycarbonyl-4-(1-pyrrolidinyl)-2-pyrrolidinylcarbonyO-1 ,3-thiazolidine 
(0.793 g) was obtained as a white solid. 



54 



EP 1 308 439 A1 



(2) Using the above-mentioned compound (791 mg), and in the same manner as in Example 70 (2), the title com- 
pound (626 mg) was obtained as a white powder. 

iH-NIVIR(DIVISO-d6)61.80-2.15(6H,m), 2.16-2.28(2H.m), 2.95-3.25(3H,m), 3.50-3.95(3H,m), 4.02-4.1 5(2H.m), 
4.45-4.75(4H,m). 

5 

Example 126 

[0241] Synthesis of 3-((2S,4S)-4-morphoiino-2-pyn'olidinylcarbonyl)-1 ,3-thiazolidine dihydrochloride 

10 (1 ) Using the title compound (1 .00 g) of Reference Example 1 2 and morpholine (0.31 9 g), and in the same manner 

as in Example 70 (1), 3-((2S,4S)-1-tert-butoxycarbonyl-4-morpholino-2-pyrrolidinylcarbonyl)-1 ,3-thiazolidine 
(0.987 g) was obtained as a white solid. 

(2) Using the above-mentioned compound (985 mg). and in the same manner as in Example 70 (2), the title com- 
pound (746 mg) was obtained as a white powder. 
15 iH-NMR(DMSO-d6)52.22-2.35(2H,m), 2.90-3.50(7H.m), 3.70-4.20(5H,m), 4.46-4.83(6H,m), 9.30(1 H.brs). 

Example 127 

[0242] Synthesis of 3-((2S,4S)-4-piperidino-2-pyrrolidinylcarbonyl)-1 ,3-thiazolidine dihydrochloride 

20 

(1) Using the title compound (1 .00 g) of Reference Example 12 and piperidine (0.318 g), and in the same manner 
as in Example 70 (1), 3-((2S,4S)-1 -tert-butoxycarbonyl-4-piperidino-2-pyrrolidinylcarbonyl)-1 ,3-thiazolidine (0.908 

g) was obtained as a white solid. 

(2) Using the above-mentioned compound (906 mg), and in the same manner as in Example 70 (2), the title com- 
25 pound (705 mg) was obtained as a white powder. 

iHNMR(DMSO-d6)81.65-1.90(6H,m), 2.18-2.34(2H,m), 2.85-3.20(4H,m), 3.30-3.50(2H,m), 3.55-4.05(2H,m), 
4.50-4.82(6H,m). 

Example 128 

30 

[0243] Synthesis of 3-[(2S,4S)-4-(4-hydroxyplperidino)-2-pyrrolidlnylcarbonyl]-1 ,3-thiazolidine trihydrochloride 

(1) Using the title compound (988 mg) of Reference Example 12 and 4-hydroxypiperidine (867 mg), and in the 
same manner as in Example 70 (1), 3-[(2S,4S)-1-tert-butoxycarbonyl-4-(4-hydroxypiperidino)-2-pyn'olidinylcarb- 

35 onyl]-1 ,3-thiazolidine (408 mg) was obtained as a white solid, 

(2) Using the above-mentioned compound (408 mg), and in the same manner as in Example 70 (2), the title com- 
pound (250 mg) was obtained as a white powder. 

iH-NMR(DIVISO-d6)51 .60-1 .82(2H,m),81 .84-2.05(2H,m). 2.1 2-2.33(2H.m), 2.85-3.55(6H,m), 3.59-4.1 0(6H,m), 
4.45-4.78(3H,m). 

40 

Example 129 

[0244] Synthesis of 3-[(2S,4S)-4-(3-azasplro[5.6]undec-3-yl)-2-pyrrolidinylcarbonyl]-1 ,3-thiazolldine 2 trifluoroace- 
tate 

45 

(1) The title compound (340 mg) of Reference Example 12, 3-azasplro[5.5]undecene (210 mg) and acetic acid 
(0.066 mL) were dissolved in 1 ,2-dichloroethane (10 mL), and sodium triacetoxyborohydride (485 mg) was added 
thereto. The mixture was stirred at room temperature for 1 7 hr. The reaction mixture was 'added to and the mixture 
was extracted with chloroform. The extract was washed with brine and dried. The solvent was evaporated under 

50 reduced pressure. Ethy) acetate was added to the residue, and the precipitate was collected by filtration to give 

3-[(2S.4S)-4-(3-azaspiro[5.5]undec-3-yl)-1 -tert-butoxycarbonyl-2-pyrrolldinylcarbonyl]-1 ,3-thiazolidine (1 41 mg) 
as a white solid. 

(2) The above-mentioned compound (140 mg) was dissolved in methanol (3 mL) and chlorofonm (3 mL) and 4 mol/ 
L hydrochloric acid-1 ,4-dioxane (1 mL) were added thereto. The mixture was stirred at room temperature for 18 

55 hr. The solvent was evaporated under reduced pressure and the residue was purified by HPLC to give the title 

compound (52 mg) as a white solid. 

iH-NMR(500MHz,DMSO-d6)61 .39-1 .75(1 4H,m). 2.08-2.14(1 H,m), 2.96-3.30(8H,m), 3.64-3.89(3H.m), 4.05-4.10 
(1H,m). 4.44-4.69(3H,m). 9.84(2H,brs). 
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Example 130 

[0245] Synthesis of 3-[(2S,4S)-4-(4-oxo-1 -phenyl-1 ,3,8-triazaspiro[4.5]dec-8-yl)-2-pyiTOlidinyIcarbonyl]-1 ,3-thiazoli- 
dine dihydrochloride 

5 

(1) Using the titie connpound (1 .00 g) of Reference Example 12 and 4-oxo-1 -phenyl-1 ,3,8-triazaspiro[4.5]decane 
(0.81 g), and in the same manner as in Example 70 (1), 3-[(2S,4S)-1-tert-butoxycarbonyl-4-(4-oxo-1-phenyl- 
1 ,3,8-triazaspiro[4.5]dec-8-yl)-2-pyrrolldlnylcarbonyl]-1 ,3-thlazolidine (1 .64 g) was obtained as a white solid pow- 
der. 

10 (2) Using the above-mentioned compound (1 .64 g), and in the same manner as in Example 70 (2), the title com- 

pound (0.900 g) was obtained as a white powder. 

^H-NMR(DMSO-d6)51 .50-2.1 6(6H,m), 2.80-3.30(5H,m), 3.40-3.95(6H,m), 4.45-4.80(5H,m), 6.75-6.85(1 H,m). 
6.90-7.05(2H.m). 7.21-7.30(2H,m). 

15 Example 131 

[0246] Synthesis of 3-[(2S,4S)-4-(4-phenyl)-2-pyrrolidiny!carbonyl]-1 ,3-thlazolidine dihydrochloride 

(1 ) Using the title compound (461 mg) of Reference Example 1 2 and 4-phenylpiperidine (300 mg), and in the same 
20 manner as in Example 129 (1), 3-[(2S,4S)-1-tert-butoxycarbonyl-4-(4-phenylpiperldi)-2-pyrrolidinylcarbonyl]- 

1 ,3-thlazolidine (118 mg) was obtained as a white solid. 

(2) Using the above-mentioned compound (116 mg), and In the same manner as in Example 129 (2), the title 
compound (78 mg) was obtained as a white powder. 

lH-NIVIR(DMSO-d6)61.98-2.06(4H.m), 2.22-2.33(1 H,m), 2.84-2.90(1 H,m), 3.00-3.20(5H,m), 3.53-4.04(7H,m), 
25 4.47-4.74(3H,m), 7.23-7.38(5H,m). 

Example 132 

[0247] Synthesis of 3-[(2S,4S)-4-(1 ,2,3,6-tetrahydro-4-phenyl-1 -pyridyl)-2-pyrrolidinylcarbonyl]-1 ,3-thiazolidine di- 
30 hydrochloride 

(1) Using the title compound (236 mg) of Reference Example 12 and 1 ,2,3,6-tetrahydro-4-phenyl-1 -pyridine (150 
mg), and in the same manner as in Example 70 (1 ), 3-[{2S,4S)-1 -tert-butoxycarbonyl-4-(1 ,2,3,6-tetrahydro-4-phe- 
nyl-1-pyridyl)-2-pyrrolidinylcarbonyl]-1 ,3-thlazolidine (227 mg) was obtained as a white solid. 

35 (2) The above-mentioned compound (225 mg) was dissolved In dichloromethane (4 mL), and trifluoroacetic acid 

(1 mL) was added thereto at room temperature. The mixture was stirred for 16 hr. The solvent was evaporated 
under reduced pressure, and saturated aqueous sodium hydrogencarbonate solution was added to the residue. 
The mixture was extracted with chlorofomri. The extract was washed with brine and dried. The solvent was evap- 
orated under reduced pressure. The residue was dissolved In ethyl acetate and 4 mol/L hydrochloric acid-ethyl 

40 acetate was added and the precipitate was collected by filtration to give the title compound (158 mg) as a white 

powder. 

iH-NMR(500MHz,DMSO-de)62.27-2.32(1H.m). 2.83{2H.brs), 3.03-3. 16(4H,m). 3.68-4.15(8H,m), 4.48-4.75(3H, 
m), 6.19(1 H,s), 7.32-7.41 (3H.m), 7.49-7.51 (2H.m). 

45 Example 133 

[0248] Synthesis of 3-{(2S,4S)-4-[4-(p-tolyl)plperidino]-2-pyrrolidinyicart3onyl}-1 ,3-thlazolidine dihydrochloride 

(1) The title compound (504 mg) of Reference Example 12, 4-(p-tolyl)piperidine (353 mg) and acetic acid (0.096 
so mL) were dissolved in 1 ,2-dichloroethane (1 0 mL), and sodium triacetoxyborohydride (71 0 mg) was added thereto. 

The mixture was stinted at room temperature for 18 hr. The reaction mixture was added to water and the mixture 
was extracted with chlorofomi. The extract was washed with brine and dried. The solvent was evaporated under 
reduced pressure to give 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(p-tolyl)piperidino]-2-pyn^olidinylcarbonyl}-1 ,3-thi- 
azolidine (115 mg) as a white solid. 
S5 (2) The above-mentioned compound (114 mg) was dissolved in methanol (3 mL), and chlorofomn (3 mL) and 4 

mol/L hydrochloric acld-1 ,4-dioxane (1 mL) were added thereto. The mixture was stirred at room temperature for 
1 8 hr. The solvent was evaporated under reduced pressure to give the title compound (84 mg) as a white powder. 
iH-NMR(DMSO-d6)51 .97-2.06(4H,m), 2.25-2.35(1 H.m), 2.27(3H,s), 2.78-2.85(1 H,m), 3.00-3.1 7(5H.m), 3.50-4.05 
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(7H,m), 4.47-4.74(3H,m), 7.10-7.17(4H,m). 
Example 134 

[0249] Synthesis of 3-{(2S,4S)-4-[4-(3,4-xylyl)piperidino]-2-pyrroliclinylcarbonyl}-1 ,3-thiazolidine dihydrochloride 

(1) Using the title compound (450 mg) of Reference Example 12 and 4-(3,4-xylyl)piperidine (312 mg), and in the 
same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyI-4-[4-(3.4-xylyl)piperidlno]-2-pyrrolidinylcar- 
bonyl}-1 ,3-thia20lidlne 618 mg) was obtained as a white solid. 

(2) Using the above-mentioned compound (613 mg), and In the same manner as In Example 70 (2), the title com- 
pound (374 mg) was obtained as a white powder. 

^H-NMR(DMSO-d6)51 .86-2.1 5(4H,m), 2.18(3H,s), 2.20(3H,s), 2.22-2.37(1 H.m). 2.68-2.74(1 H,m), 2.93-3.25(5H, 
m), 3.42-4.07(7H,m), 4.44-4. 77(3H,m), 6.88-7.04(2H,m), 7.09(1 H,d,J=7.8H2). 10.1(1H,brs), 11 .91(1H,brs). 

Example 135 

[0250] Synthesis of 3-{(2S,4S)-4-[4-(2,4-dimethoxyphenyl)piperidino]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine dihy- 
drochloride 

(1 ) Using the title compound (487 mg) of Reference Example 1 2 and 4-(2,4-dimethoxyphenyl)piperidine (430 mg), 
and in the same manner as in Example 133 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(2,4-dimethoxyphenyl)pip- 
eridino]-2-pyrroiidinylcarbonyl}-1 ,3-thlazolidine (82 mg) was obtained as a pale-brown solid . 

(2) Using the above-mentioned compound (82 mg), and in the same manner as in Example 133 (2), the title com- 
pound (61 mg) was obtained as a brown powder. 

iH-NMR(DI^SO-d6)51.99-2.08(4H,m), 2.25-2.35(1 H,m), 2.78-3. 17(6H,m). 3.53-4.06(7H,m), 3.72(3H,s), 3.75(3H, 
s), 4.47-4.75(3H,m), 6.74(1 H.d,J=8.1 Hz), 6.83{1H,s), 6.91(1H,d,J=8.1H2). 

Example 138 

[0251 ] Synthesis of 3-{(2S,4S)-4-[4-(2,3-dihydroben20[b]furan-5-yl)piperidino]-2-pyrrolidinylcarbonyl}-1 ,3-thia20lld- 
ine dihydrochloride 

(1) Using the title compound (450 mg) of Reference Example 12 and 4-(2,3-dihydrobenzo[b]furan-5-yl)piperidine 
(335 mg), and in the same manner as in Example 70 (1), 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(2,3-dihydrobenzo 
[b]furan-5-yl)piperidino]-2-pyrrolidinylcarbonyl}-1 ,3-thia20lidine (494 mg) was obtained as a white solid. 

(2) Using the above-mentioned compound (489 mg), and in the same manner as in Example 70(2), the title com- 
pound (330 mg) was obtained as a white powder. 

^H-NMR(DMSO-d6)51 .84-2.1 4(4H,m), 2.21 -2.37(1 H.m), 2.72-2.86(1 H,m), 2.96-3.26(7H.m), 3.47-4.07(7H,m), 
4.44-4.77(5H,m), 6.71(1H,d,J=8.1Hz), 6.94(1 H,d,J=8.1 Hz) 7.09(1 H.s), 9.9(1 H.brs), 11.89(1H,brs). 

Example 137 

[0252] Synthesis of 3-{(2S,4S)-4-[4-(3,4-methylenedioxyphenyl)plperidlno]-2-pyrrolidinylcarbonyl)-1 ,3-thiazolidine 
dihydrochloride 

(1 ) Using the title compound (505 mg) of Reference Example 1 2 and 4-(3,4-methylenedioxyphenyl)piperidine (41 4 
mg), and in the same manner as in Example 133 (1 ), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(3,4-methylenedioxy- 
phenyl)piperidino]-2-pyrrolidinylcarbonyl}-1,3-thlazolidine (105 mg) was obtained as a white solid. 

(2) Using the above-mentioned compound (105 mg), and In the same manner as in Example 133 (2), the title 
compound (61 mg) was obtained as a white powder. 

lH-NMR(DMSO-d6)51.97-2.04(4H,m), 2.25-2.35(1 H.m), 2.78-2.82(1 H,m), 3.00-3. 17(5H,m). 3.50-4.03(7H.m), 
4.47-4.76(3H,m), 5.98(2H,s), 6,70(1 H,d.J=8.1 Hz). 6.82(1 H,s), 6..87(1H,d.J=8.1H2). 

Example 138 

[0253] Synthesis of 3-{(2S,4S)-4-[4-(4-fluoro-3-methylphenyl)piperidino]-2-pyrrolldinylcarbonyl}-1 ,3-thiazolidine di- 
hydrochloride 
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(1) Using the title compound (450 mg) of Reference Example 12 and 4-(4-fluoro-3-methylphenyl)plperidlne (326 
mg), and In the same manner as In Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(4-fluoro-3-methylphe- 
nyl)piperidino]-2<pyrrolidinylcarbonyl}-1 ,3-thlazolldine (603 mg) was obtained as a white solid. 

(2) Using the above-mentioned compound (597 mg), and in the same manner as In Example 70 (2), the title com- 
pound (441 mg) was obtained as a white powder 

lH-NMR(DMSO-d6)61 .90-2.1 6(4H,m), 2.23(3H,s), 2.25-2.38(1 H,m), 2.77-2.92(1 H,m), 2.96-3.26(5H,m), 3.48-4.07 
(7H.m). 4.46-4.78(3H,m), 7.04-7.1 9(3H,m), 10.5(1H,brs), 11.94(1H.brs). 

Example 139 

[0254] Synthesis of 3-{(2S,4S)-4-(4-(3,4-dichlorophenyl)piperidlno]-2-pyrrolidinylcarbony!}-1 ,3-thiazolidine dihydro- 
chloride 

(1) Using the title compound (480 mg) of Reference Example 12 and 4-(3,4-dichlorophenyl)piperidine (442 mg), 
and In the same manner as in Example 133 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(3,4-dichlorophenyl)plpe- 
ridino]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (820 mg) was obtained as a white powder. 

(2) Using the above-mentioned compound (820 mg), and in the same manner as in Example 133 (2), the title 
compound (654 mg) was obtained as a white powder 

lH-NMR(DMSO-d6)51.99-2.10(4H,m), 2.25-2.35(1 H,m), 2.89-3.20(6H,m), 3.53-4.06(7H,m), 4.47-4.77(3H,m>, 
7.26(1 H,d,J=8.1 Hz), 7.50(1 H.d,J=3.3Hz), 7.61(1H,dd,J=8.1 ,3.3Hz). 

Example 140 

[0255] Synthesis of 3-{(2S,4S)-4-[4-(4-chloro-3-trifluoromethylphenyl)pipendino]-2-pyrrolidinylcarbonyl}-1,3-thiazo- 
lidine dihydrochloride 

(1 ) Using the title compound (503 mg) of Reference Example 1 2 and 4-(4-chloro-3-trifluoromethylphenyl)piperidine 
(530 mg), and in the same manner as In Example 133 (1), 3-{{2S,4S)-1-tert-butoxycarbonyl-4-[4-(4-chloro-3-trif- 
Iuoromethylphenyl)piperidino]-2-pyrrolidinylcarbonyl)-1,3-thlazolidine (189 mg) was obtained as a white solid. 

(2) Using the above-mentioned compound (189 mg), and In the same manner as In Example 133 (2), the title 
compound (116 mg) was obtained as a white powder 

iH-NMR(DMSO-d6)52.07-2.12(4H,m), 2.25-2.35(1 H,m). 3.00-3.1 7(6H,m), 3.59-4. 10(7H.m), 4.47-4.76(3H,m), 
7.57-7.74(3H.m). 

Example 141 

[0256] Synthesis of 3-{(2S,4S)-4-[4-(1-naphthyl)piperldino]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine dihydrochloride 

(1) Using the title compound (601 mg) of Reference Example 12 and 4-(1-naphthyl)piperidine (630 mg), and in the 
same manner as in Example 133 (1), 3-{(2S,4S)-1-tert-butoxycarbonyI-4-[4-(1-naphthyl)piperidino]-2-pyrrolidinyl- 
carbonyl}-1,3-thiazolidine (130 mg) as a pale-brown solid 

(2) Using the above-mentioned compound (129 mg), and in the same manner as in Example 133 (2), the title 
compound (72 mg) was obtained as a brown powder 

iH-NMR(500MHz,DMSO-d6)51.99-2.35(5H.m), 3.05-3.41 (5H.m). 3.63-4.06(8H,m), 4.49-4.75(3H.m), 7.38-7.39 
(1H,m). 7.45-7.61 (3H,m), 7.83-7.84(1 H.m). 7.95-7.97(1 H,m), 8.21 -8.23(1 H,m). 

Example 142 

[0257] Synthesis of 3-{(2S,4S)-4-[4-(2-naphthyl)plperidino]-2-pyrrolidinylcarbonyl}-1 ,3-thlazolidine dihydrochloride 

(1) Using the title compound (450 mg) of Reference Example 12 and 4-(2-naphthyl)piperidine (349 mg), and in the 
same manner as In Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(2-naphthyl)plperidino]-2-pyrrolidlnyl- 
carbonyl}-1 ,3-thiazolidine (721 mg) was obtained as a white solid. 

(2) Using the above-mentioned compound (61 6 mg), and in the same manner as in Example 70 (2), the title com- 
pound (206 mg) was obtained as a white powder 

iH-NMR(DMSO-d6)fi2.03-2.40(5H,m), 2.97-3.35(6H,m), 3.54-4.1 5(7H,m), 4.47-4.80(3H.m), 7.40-7.57(3H.m), 
7.73(1H,s), 7.86-7.97(3H.m). 10.1(1H,brs), 11.95(1H,brs). 
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Example 143 

[0258] Synthesis of 3-{(2S,4S)-4-[4-{2-ben2o[b]thienyl)pipendlno]-2-pyrrolldinylcaitonyl}-1 ,3-thiazolidlne dihydro- 
chloride 

5 

(1) Using the title compound (450 mg) of Reference Example 12 and 4-(2-benzo[b]thienyl)piperidine (330 mg), 
and In the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(2-benzo[b}thienyl)plperidi- 
no]-2-pyrrolidlnylGarbonyl}-1.3-thiazolidlne (531 mg) was obtained as a white solid. 

(2) Using the above-mentioned compound (447 mg), and in the same manner as in Example 70 (2), the title com- 
10 pound (258 mg) was obtained as a white powder. 

iH-NMR(DMSO-d6)52.03-2.40(5H,m), 2.96-4.1 0(13H,m). 4.46-4.77(3H,m), 7.23-7.42(3H,m), 7.78(1 H,d, 
J=7.2Hz), 7.92(1 H,d,J=7.5Hz), 10.3(1H,brs). 11 .95(1H,brs). 

Example 144 

15 

[0259] Synthesis of 3-{(2S,4S)-4-[4-(1 -lndolinyl)plperidino]-2-pyrrolidinylcarbonyl}-1 ,3-thlazolidine trihydrochloride 

(1) 1-tert-Butoxycarbonylpiperidin-4-one (2.50 g), indoline (1.50 g) and acetic acid (0.73 mL) were dissolved in 
1 ,2-dichloroethane (75 mL), and sodium triacetoxyborohydride (5.32 g) was added thereto. The mixture was stirred 

20 at room temperature for 1 2 hr. The reaction mixture was added to Iced water and the mixture was extracted with 

chlorofomri. The extract was dried and the solvent was evaporated under reduced pressure. The residue was 
purified by silica gel chromatography to give 1-tert-butoxycarbonyl-4-(1-indolinyl)piperidine (2.82,g). 

(2) The above-mentioned compound (2.82 g) was dissolved in methanol (20 mL) and 4 molA. hydrochloric acid- 
1,4-dioxane (20 mL) was added thereto. The mixture was stirred at room temperature for 12 hr. The reaction 

25 mixture was added to aqueous sodium hydrogencarbonate solution, and the mixture was extracted with chloroform. 

The extract was dried and the solvent was evaporated under reduced pressure to give 4-(1-indollnyl)piperidine 
(0.60 g). 

(3) Using the above-mentioned compound (470 mg) and the title compound (700 mg) of Reference Example 12, 
and in the same manner as in Example 70 (1), 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(1 -indolinyl)piperldino]-2-pyr- 

30 rolidinylcarbonyi}-1 ,3-thiazolidine (449 mg) was obtained as a white solid. 

(4) Using the above-mentioned compound (448 mg), and in the same manner as in Example 70 (2), the title com- 
pound (350 mg) was obtained as a white powder. 

iH-NMR(DMSO-d6)61.85-2.30(5H.m), 2.85-3.25(9H,m), 3.50-4.02(8H,m), 4.52-4.81 (3H,m), 6.51-6.60(2H.m), 
6.98-7.05(2H,m). 

35 

Example 145 

[0260] Synthesis of 3-{{2S,4S)-4-[4-(1 -indolyl)piperidino]-2-pyrrolidinylcarbonyl)-1 ,3-thiazolidine dihydrochloride 

40 (1) Using the title compound (604 mg) of Reference Example 12 and 4-(1-indolyl)plperidine (403 mg), and in the 

same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(1-indolyl)piperidino]-2-pyrrolidinylcar- 
bonyl}-1 ,3-thiazoIldine (868 mg) was obtained as a white solid. 

(2) Using the above-mentioned compound (868 mg), and in the same manner as in Example 70 (2), the title com- 
pound (642 mg) was obtained as a white powder. 
45 iH-NMR(DMSO-d6)52.05-2.60(6H,m), 2.99-3.1 8(4H,m), 3.55-4.20(6H,m), 4.30-4.90(5H,m), 6.50(1 H,d,J=3.0Hz), 

7.05(1 H, dd,J=8.2,3.0Hz), 7.16(1 H,dd.J=8.1. 3.0Hz), 7.36(1 H,d,J=3.0Hz), 7.57(1 H.d,J=8.1 Hz). 7.61 (IH.d, 
J=8.1Hz), 9.30(1 H.brs), 1 0.00(1 H.brs). 

Example 146 

50 

[0261] Synthesis of 3-{(2S,4S)-4-[4-(5-bromo-1-lndol!nyl)piperidino]-2-pyrrotidinylcarbonyl}-1 ,3-thiazolidine trihy- 
drochloride 

(1) Using 1-tert-butoxycarbonylplperidin-4-one (2.81 g) and 5-bromo-1 -indoline (3.00 g), and in the same manner 
S5 as in Example 144 (1 ), 1 -tert-butoxycarbonyl-4-(5-bromo-1 -indolinyl)piperidine (3.34 g) was obtained. 

(2) Using the above-mentioned compound (3.34 g), and in the same manner as in Example 144 (2), 4-(5-bromo- 
1-indolinyl)piperidine (1 .79 g) was obtained. 

(3) Using the above-mentioned compound (1 .12 g) and the title compound (1 .20 g) of Reference Example 12, and 
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In the same manner as in Example 70 (1), 3-{(2S,4S)-4-[4-(5-bromo-1-indolinyl)plperidino]-1-tert-butoxycarbony!- 
2-pyrrolidinylcarbonyl}-1 ,3-thlazolldine (1 .27 g) was obtained as a white powder. 

(4) Using the above-mentioned compound (1 .27 g), and in the same manner as In Example 70 (2), the title com- 
pound (0.850 g) was obtained as a white powder. 

^H-NMR(DMSO-de)6l.76-1.98{2H,m), 2.01-2.20(2H,m), 2.21-2.35(2H.m), 2.85-3.30(9H,m), 3.11-3.45(2H,m), 
3.55-4.1 0(5H,m), 4.55-4.85{3H,m), 6.49(1 H,d,J=8.4Hz), 7.13(1H,d,J=1 .8Hz). 7.15(1H.dd,J=8.4,1 .8Hz), 9.25(1H, 
brs). 

Example 147 

[0262] Synthesis of 3-{(2S,4S)-4-[4-(2-oxo-1-benzimidazolinyl)piperidlno]-2-pyrrolidlnylcarbonyl)-1,3-thlazolidinedi- 
hydrochloride 

(1) Using the title compound (450 mg) of Reference Example 12 and 4-(2-oxo-1-benzimidazoljnyl)piperidine (358 
mg), and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(2-oxo-1-ben2imidazoli- 
nyl)piperidino]-2-pyrrolidinylcait)onyl}-1 ,3-thlazolidine (752 mg) was obtained as a white solid. 

(2) The above-mentioned compound (635 mg) was dissolved in 1 .5 mol/L hydrochloric acld-methanol (5 mL), and 
the mixture was stirred at room temperature for 36 hr. The reaction mixture was concentrated under reduced 
pressure and ethanol (10 mL) was added to the residue. The precipitate was collected by filtration to give the title 
compound (352 mg) as a pale-brown powder. 

1 H-NMR(DMSO-d6)61.83-1.98(2H,m), 2.20-2.37(1 H,m). 2.72-2.93(2H,m), 2.96-3.45(5H.m), 3.52-4.1 0(7H,m), 
4.46-4.77(4H,m), 7.00(3H.brs), 7.58(1H,brs), 10.97(1 H,brs), 12.23(1 H,brs). 

Example 148 

[0263] Synthesis of 3-[(2S,4S)-4-(4-anilinopiperidino)-2-pyrrolldinylcarbonyl]-1 ,3-thia2olldine trihydrochloride 

(1 ) Using 1 -tert-butoxycarbonylpiperidin-4-one (2.50 g) and aniline (1 .24 g), and in the same manner as In Example 
144 (1), 4-anilino-1-tert-butoxycarbonylpiperidine (2.35 g) was obtained. 

(2) Using the above-mentioned compound (2.34 g), and In the same manner as In Example 144 (2), 4-anlllnopi- 
peridine (0.88 g) was obtained. 

(3) Using the above-mentioned compound (320 mg) and the title compound (500 mg) of Reference Example 12, 
and in the same manner as in Example 70 (1), 3-[(2S,4S)-4-(4-anilinopiperidino]-1 -tert-butoxycarbonyl-2-pyrrolld- 
inylcarbonyl]-1 ,3-thia2olidine (679 mg) was obtained as a white solid. 

(4) Using the above-mentioned compound (678 mg), and in the same manner as In Example 70 (2), the title com- 
pound (469 mg) was obtained as a white powder. 

^H-NMR(DMSO-d6)51.98-2.45(6H,m), 2.90-3.25(6H,m), 3.30-4.25(5H,m), 4.50-4.85(4H,m), 6.95-7,50(5H,m), 
9.22(1 H.brs). 

Example 149 

[0264] Synthesis of 3-{(2S.4S)-4-[4-(4-nitrophenyl)aminopiperldlno]-2-pyrrolidlnylcait)onyl}-1,3-thlazolldinetrihydro- 
chloride 

(1) 4-Amino-1-tert-butoxycarbonylpiperazine (3.00 g), 4-fluoronitroben2ene (2.54 g) and N,N-diisopropylethyl- 
amlne (8.82 g) were dissolved in N-methyl-2-pyrrolidone (30 mL), and the mixture was stirred at 80*'C for 18 hr. 
The reaction mixture was added to water and the mixture was extracted with ethyl acetate. The extract was washed 
with brine and dried. The solvent was evaporated under reduced pressure. The residue was purified by silica gel 
column chromatography to give 1 -tert-.butoxycarbonyl-4-(4-nltrophenyl)aminopipendine (2.55 g) as a white solid. 

(2) Using the above-mentioned compound (1 .00 g), and in the same manner as in Example 144 (2), 4-(4-nitroph- 
enyl)amlnoplperldlne (0.563 g) was obtained. 

(3) Using the above-mentioned compound (562 mg) and the title compound (761 mg) of Reference Example 12, 
and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(4-nitrophenyl)aminopiperid- 
ino]-2-pyrrolidmylcarbonyl}-1 ,3-thia2olldine (780 mg) was obtained as a yellow solid. 

(4) Using the above-mentioned compound (778 mg), and in the same manner as in Example 70 (2), the title com- 
pound (575 mg) was obtained as a yellow powder. 

lH-NMR(DMSO-d6)51 .85-2.01 (2H,m), 2.05-2.24(2H,m), 2.25-2.45(2H,m), 3.00-3.21 (5H,m), 3.50-4.20(7H,m), 
4.48-4.85(3H,m), 6.72(2H.d,J=9.3Hz), 8.00(2H.d,J=9.3Hz), 9.21(1H,brs). 
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Example 150 

[0265] Synthesis of 3-{(2S,4S)-4-[4-(44r[fluoromethylphenyl)aminoplperidlno]-2-pyrrolldjnylcar^^ 
ine trihydrochloride 

(1 ) Using 1 -tert-butoxycarbonylpiperidin-4-one (2.50 g) and 4-trifluoromethylaniline (2.12 g), and in the same man- 
ner as in Example 144 (1), 1-tert-butoxycart)onyl-4-(4-trifluoromethyIphenyl)aminopiperidlne (2.23 g) was ob- 
tained. 

(2) Using the above-mentioned compound (2.23 g), and in the same manner as in Example 144 (2), 4-(4-trifluor- 
omethylphenyl)aminopiperidine (1 .36 g) was obtained. 

(3) Using the above-mentioned compound (447 mg) and the title compound (500 mg) of Reference Example 12, 
and In the same manner as in Example 70 (1 ), 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(4-trifluoromethylphenyl)ami- 
nopiperidino]-2-pyrrolidinylcarbonyl}-1 ,3-thia2olidine (775 mg) was obtained as a white solid. 

(4) Using the above-mentioned compound (774 mg), and in the same manner as in Example 70 (2), the title com- 
pound (514 mg) was obtained as a white powder 

lH-NIVIR(DI\/ISO-d6)61.75-1.95(2H,m), 2.05-2.30(2H,m), 2.25-2.55(2H,m), 2.95-3.30(6H.m), 3,40-4.1 5(5H,m), 
4.50-4.80(4H,m), 6.72(2H,d,J=8.7H2), 7.38(2H,d,J=8.7Hz), 9.21(1H,brs). 

Example 151 

[0266] Synthesis of 3-{(2S,4S)-4-[4-(4-chlorophenyl)aminopiperidino]-2-pyrrolidinyicarbonyl}-1 ,3-thla2olidine trihy- 
drochloride • 

(1) Using 1 -tert-butoxycarbonylpiperidin-4-one (3,00 g) and 4-chloroaniline(1 .92 g), and in the same manner as in 
Example 144 (1), 1-tert-butoxycarbonyl-4-(4-chlorophenyl)aminopiperidine (2.77 g) was obtained. 

(2) Using the above-mentioned compound (2.76 g), and in the same manner as in Example 144 (2), 4-(4-chloroph- 
enyl)aminopiperidine (1 .07 g) was obtained. 

(3) Using the above-mentioned compound (725 mg) and the title compound (500 mg) of Reference Example 12, 
and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(4-chlorophenyl)aminopipe- 
ridlno]-2-pyrroltdinylcarbonyl}-1 ,3-thiazolidine (553 mg) was obtained as an oil. 

(4) Using the above-mentioned compound (550 mg), and in the same manner as in Example 70 (2), the title com- 
pound (416 mg) was obtained as a white powder. 

iH-NMR(DMSO-d6)51.65-1.99(2H,m), 2.05-2.35(3H.m), 2.95-3.25(5H,m), 3.26-4.1 5(8H,m), 4.48-4.82(3H,m), 
6.58-6.85(2H,m), 7.08-7.20(2H,m), 9.22(1 H,brs). 

Example 152 

[0267] Synthesis of 3-{(2S,4S)-4-[4-(5-cyano-2-pyridy!)aminopiperidino]-2-pyrrolldiny!carbonyl}-1 ,3-thiazolidine tri- 
hydrochloride 

(1) Using the title compound (254 mg) of Reference Example 12 and 4-(5-cyano-2-pyridyl)aminopiperidine (155 
mg), and in the same manner as in Example 70 (1 ), 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(5-cyano-2-pyridyl)ami- 
nopiperidino]-2-pyn^oiidlnylcarbonyl}-1 ,3-thiazolidine (225 mg) was obtained as a white solid. 

(2) Using the above-mentioned compound (224 mg), and in the same manner as in Example 70 (2), the title com- 
pound (219 mg) was obtained as a white powder. 

lH-NMR(DMSO-d6)51.80-1.99(2H,m), 2.02-2.20(2H.m), 2.21-2.45(2H,m), 2.98-3.23(5H,m), 3.75-4.20(7H,m), 
4.55-4.86(3H,m), 6.55-6.62(1 H,m), 7.72(1 H,d.J=9.0Hz), 8.42(1 H.s), 9.22(1 H.brs). 

Example 153 

[0268] Synthesis of 3-{(2S.4S)-4-[4-(N-methylanilino)piperidino]-2-pyn^olid!nylcari3onyl}-1 ,3-thiazolidine trihydro- 
chloride 

(1)3-[(2S,4S)-4-(4-Anilinopiperidino)-1-tert-butoxycarbonyl-2-pyrrolidinylcartDonyl]-1 ,3-thia2olidine [product of Ex- 
ample 148 (3), 1 .18 g] was dissolved in 1 ,2-dichloroethane (75 mL), and sodium triacetoxyborohydride (5.32 g), 
acetic acid (0.73 mL) and 37% fomnaidehyde solution (5.0 mL) were added thereto. The mixture was stirred at 
room temperature for 12 hr. The reaction mixture was added to water, and the mixture was extracted with chloro- 
fomri. The extract was dried and the solvent was evaporated under reduced pressure. The residue was purified by 
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silica gel column chromatography to give 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-{N-methyIanilino)piperidino]- 
2-pyrrolidinyIcarbonyl}-1,3-thiazolinine (967 mg). 

(2) Using the above-mentioned compound (965 mg), and in the same manner as in Example 70 (2), the title com- 
pound (618 mg) was obtained as a white powder. 

iH-NMR(DMSO-d6)51.75-2.35(6H,m). 2.78-3.28(9H,m), 3.40-4.1 5(6H,m), 4. 48-4.85 (3H,m), 7.20-7.75(5H,m). 
9.22(1 H,brs), 9.22(1 H.brs). 

Example 154 

[0269] Synthesis of 3-{(2S,4S)-4-[4-(4-chlorophenyl)-4-hydroxyplperidino]-2-pyn'Olidinylcarbonyl}-1 ,3-thlazoIidine 2 
trifluoroacetate 

(1 ) The title compound (593 mg) of Reference Example 1 2 was dissolved in methanol (1 0 mL), and 4-(4-chloroph- 
enyl)-4-hydroxypiperidine (500 mg), acetic acid (113 \iL) and sodium cyanoborohydride (124 mg) were added 
thereto at room temperature. The mixture was stirred for 21 hr. Water was added to the reaction mixture, and the 
mixture was extracted with chloroform. The extract was washed with brine and dried. The solvent was evaporated 
under reduced pressure to give 3-{(2S,4S)-1-tert-butoxycafbonyl-4-[4-(4-chlorophenyl)-4-hydroxyplperldino]- 
2-pyrrolidinylcart)onyl}-1 ,3-thiazolidine (428 mg) as a white solid. 

(2) Formic acid (1 0 mL) was added to the above-mentioned compound (427 mg). The mixture was stirred at room 
temperature for 21 hr. The solvent was evaporated under reduced pressure and the residue was purified by H PLC 
to give the title compound (78 mg) as a white powder. 

iH-NMR(DMSO-d6)51.81-1.85(2H,m), 2.05-2. 19(3H,m), 3.00-4.06(1 2H,m), 4.45-4.71 (3H,m). 5.60(1H,brs), 
7.42-7.50(4H,m). 

Example 155 

[0270] Synthesis of 3-{(2S,4S)-4-[4-ethoxycarbonyl-4-(4-fluorophenyl)piperidinol-2-pyrrolidinylcafbonyl}-1,3-thlazo- 
lidine dihydrochloride 

(1 ) Using the title compound (450 mg) of Reference Example 1 2 and 4-ethoxycarbonyl-4-(4-f luorophenyl)piperidine 
(414 mg), and in the same manner as In Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-ethoxycarbonyl- 
4-(4-fluorophenyl)piperidino]-2-pyrrolidinylcarbonyl}-1,3-thiazolidine (742 mg) was obtained as a white solid. 

(2) The above-mentioned compound (321 mg) was dissolved in ethanol (4 mL), and 4.6 mol/L hydrochloric acid- 
ethanol (1 mL) was added thereto. The mixture was stirred at room temperature for 18 hr. The precipitate was 
collected by filtration to give the title compound (21 8 mg) as a white powder. 

lH-NMR(DMSO-d6)61.14(3H,t,J=6.8H2), 2.05-2.28(2H,m), 2.58-2.67(2H,m), 2.83-3.1 6{5H,m), 3.5-4.1 5(10H,m), 
4.42-4.73(3H,m), 7.24(2H,t,J=8.8H2), 7.34(2H,brs), 9.1(1H,brs), 1 0.35(1 H,brs), 11 .95(1H,brs). 

Example 156 

[0271 ] Synthesis of 3-{(2S,4S)-4-[1 -(4-nitrophenyl)-4-piperldinyl]amlno-2-pyrrolidinylcarbonyl}-1 ,3-thia20lldlne trlhy- 
drochloride 

(1) 1 ,4-Dioxa-8-a2aspiro[4,5]decane (7.88 g) was dissolved in N-methyl-2-pyrrolidlne (50 mL), and diisopropyl- 
ethylamine (9.58 mL) and 4-fluoronitrobenzene (7.06 g) were successively added. The mixture was stin-ed at room 
temperature for 2 hr. The reaction mixture was added to iced water, and the precipitated solid was collected by 
filtration to give N-(4-nitrophenyl)-4-piperidone ethylene ketal (10.6 g) as a yellow powder. 

(2) The above-mentioned compound (9.25 g) was suspended in acetone (100 mL), and p-toluenesuifonic 'acid 
monohydrate (7.32 g) and hydrochloric acid (20 mL) were successively added. The mixture was stirred at room 
temperature for 18 hr. Aqueous sodium hydroxide solution was added to the reaction mixture and the precipitate 
was collected by filtration to give [1 -(4-nitrophenyl)-4-piperidinyl]amine (6.48 g) as a yellow powder. 

(3) Using the above-mentioned compound (6. 1 7 g) and the title compound (4.22 g) of Reference Example 1 0, and 
in the same manner as in Example 70 (1 ), 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[1 -(4-nitrophenyl)-4-piperidinyl]ami- 
no-2-pyn'olidinylcariDonyl}-1 ,3-thiazoIidine (7.26 g) was obtained. 

(4) The above-mentioned compound (524 mg) was dissolved in ethyl acetate (2.07 mL), and 4 mol/L hydrochloric 
acid-ethyl acetate (1 .04 mL) was added thereto. The mixture was stinted at room temperature for 18 hr. The pre- 
cipitate was collected by filtration to give the title compound (406 mg) as a yellow powder. 
iH-NMR(DMSO-d6)51.53-1.79(2H,m). 2.02-2.25(3H,m), 2.88-3.01 (5H,m), 3.35-3,96(5H,m), 3.96-4.28(3H,m). 
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4.39-478(3H.m), 7.08(2H,d,J=9.6H2), 8.07{2H,d,J=9.3Hz). 
Example 157 

5 [0272] Synthesis of 3-{(2S,4S)-4-{N-methyl-N-[1 -(4-nitrophenyl)-4-pipericlinyl]amino)-2-pyrrolldjnylcarbonyl}-1 ,3-thi- 
azolidine dihydrochloride 

(1 ) Using 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[1 -(4-nitrophenyl)-4-piperidinyl]amino-2-pyrroIidinylcarbonyl}- 

1 .3- thiazolidine [product of Example 156 (3), 1 .01 g], and in the same manner as in Example 64 (1), 3-{(2S,4S)- 
10 1 -tert-butoxycarbonyi-4-{N-methyl-N-[1 -(4-nitrophenyl)-4-piperidinyl]amino}-2-pyrrolldinylcarbonyl}-1 ,3-thia2olid- 

ine (1 .04 g) was obtained. 

(2) The above-mentioned compound (1 .04 g) was dissolved in methanol (4 mL), and 4 mol/L hydrochloric acld- 

1 .4- dioxane (2 mL) was added thereto. The mixture was stirred at room temperature for 1 8 hr. The reaction mixture 
was concentrated under reduced pressure and the obtained solid was washed with ethanol to give the title com- 

15 pound (0.555 g) as a yellow powder. 

iH-NMR(DMSO-d6)51 .50-1 .90{2H,m), 1 .95-2.40(3H,m), 2.68(3H,s), 2.80-3.25(5H,m), 3.25-3.98(5H,m), 4.02-4.37 
(3H,m). 4.40-4.75(3H,m), 7.09(2H.d,J=9.6Hz), 8.07(2H,d,J=9.3Hz). 

Example 158 

20 

[0273] Synthesis of 3-{(2S,4S)-4-{N-(4-cyanophenylmethyl)-N-[1-(4-nitrophenyl)-4-piperidinyl]amino}-2-pyrrolidiny^ 
carbonyl}-1 ,3-thiazolidine dihydrochloride 

(1) The product (1 .01 g) of Example 1 56 (3) was dissolved in N-methyl-2-pyrrolidone (6 mL), and 4-cyanobenzyl 
25 bromide (0.392 g) and disopropylethylamlne (1 .05 mL) were added thereto. The mixture was stirred at 80*'C for 8 

hr with heating. The reaction mixture was added to saturated aqueous sodium hydrogencarbonate solution and 
the mixture was extracted with ethyl acetate. The extract was dried and the solvent was evaporated under reduced 
pressure. The residue was purified by silica gel chromatography to give 3-{(2S,4S)-1-tert-butoxycarbonyl-4- 
{N-(4-cyanophenylmethyl)-N-[1-(4-nitrophenyl)-4-piperidinyl]amino)-2-pyrrolidinylcarbonyl}-1,3-thiazoljdine 
30 (0.685 g) as a yellow oil. 

(2) The above-mentioned compound (1 .04 g) was dissolved in ethyl acetate (4,41 mL), and 4 mol/L hydrochloric 
acid-ethyl acetate (2.20 mL) was added thereto. The mixture was stirred at room temperature for 1 8 hr. The reaction 
mixture was added to saturated aqueous sodium hydrogencarbonate solution and the. mixture was extracted with 
chloroform. The extract was dried and concentrated under reduced pressure. The residue was purified by silica 

35 gel chromatography and was dissolved in chloroform. 4 mol/L Hydrochloric acid-ethyl acetate (0.309 mL) was 

added and the precipitate was collected by filtration to give the title compound (0.249 g) as a yellow powder 
^H-NMR(DMSO-d6)51.34-2.35(5H,m), 2.45-3.20(7H,m), 3.20-4.25(8H.m). 4.35-4.80(3H,m). 7.01 (2H,d,J=9.6Hz), 
7.50-7.90(4H,m), 8.03(2H,d,J=9.3H2), 8.87(1 H.brs), 1 0.24(1 H,brs). 

40 Example 159 

[0274] Synthesis of 3-[(2S,4S)-4-(4-methyl-1 -piperazinyl)-2-pyrrolidinylcarbonyl]-1 ,3-thia2olidine trihydrochloride 
[0275] The title compound (450 mg) of Reference Example 1 2, 1 -methylpiperazine (0.20 mL) and acetic acid (0,09 
mL) were dissolved in 1 ,2-dichloroethane (8 mL), and sodium triacetoxyborohydride (636 mg) was added thereto. The 
45 mixture was stirred at room temperature for 30 hr. Saturated aqueous sodium hydrogencarbonate solution was added 
to the reaction, mixture and the mixture was extracted with ethyl acetate. The extract was washed with brine and dried. 
The solvent was evaporated under reduced pressure and the residue was purified by silica gel chromatography to give 
3-[(2S,4S)-1-tert-butoxycarbonyl-4-(4-methyl-1-piperazinyl)-2-pyrrolidinylcarbonyl]-1,3-thlazolldine (526 mg) as a 
white solid. 

50 

(2) The above-mentioned compound (522 mg) was dissolved in methanol (25 mL), and 1.5 mol/L hydrochloric 
acid-methanol (25 mL) was added thereto. The mixture was stirred at room temperature for 38 hr. The reaction 
mixture was concentrated under reduced pressure and ethyl acetate was added to the residue. The precipitate 
was collected by filtration to give the title compound (355 mg) as a white powder. 
55 iH-NMR(DMSO-d6)51 .88-2,03(1 H,m), 2.79(3H,s), 2.80-2.94(1 H,m), 2.98-3.93(1 5H,m). 4.43-4.77(3H,m), 9.10 

(IH.brs). 1 0.78(1 H,brs), 11.5(1H,brs). 
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Example 160 

[0276] Synthesis of 3-[(2S,4S)-4-(4-phenyl-1 -pipera2inyl)-2-pyrrolidlnylcarbonyl]-1 ,3-thiazollcline trihydrochlorlde 

5 (1) Using the title compound (450 mg) and l-phenylpiperazine (0.27 mL), and in the same manner as in Example 

70 (1), 3-[(2S,4S)-1-tert-butoxycarbonyl-4-(4-phenyl-1-piperazinyl)-2-pyrrolidinylcarbonyl]-1 ,3-thia2olidine (566 
mg) was obtained as a white solid. 

(2) The above-mentioned compound (442 mg) was dissolved in 1.5 mol/L hydrochloric acid-methanol (10 mL), 
and the mixture was stirred at room temperature for 20 hr. the reaction mixture was concentrated under reduced 
10 pressure and ethyl acetate was added to the residue. The precipitate was collected by filtration to give the title 

compound (418 mg) as a white powder. 

^H-NMR(DMSO-d6)52.35(1H.q,J=11.2Hz), 2.94-3.95(1 5H,m). 4.03-4.1 8(1 H,m), 4.44-4.77(3H.m), 6.89(1H,t. 
J=7.3Hz). 7,03(2H,d.J=8.0Hz), 7.28(2H,dd,J=8.0.7.3Hz). 9.23(1 H,brs), 1 0.94(1 H.brs). 

15 Example 161 

[0277] Synthesis of 1 -[(2S,4S)-4-(4-phenyl-1 -piperazinyl)-2-pyrrolidlnylcarbonyl]pyrrolldine tri hydrochloride 

(1) Using the title compound (565 mg) of Reference Example 14 and 1-phenylpiperazine (0.37 mL), and in the 
20 same manner as in Example 70 (1 ), 1 -[(2S,4S)-1 -tert-butoxycarbonyl-4-(4-phenyl-1 -plperazinyl)-2-pyrrolidlnylcar- 

bonyljpyrrolidine (832 mg) was obtained as a white solid. 

(2) The above-mentioned compound (700 mg) was dissolved In methanol (50 mL) and chloroform (50 mL), and 
1.5 mol/L hydrochloric acid-methanol (50 mL) was added thereto. The mixture was stirred at room temperature 
for 5 days. The reaction mixture was concentrated under reduced pressure and methanol was added to the residue. 

25 The precipitated solid was collected by filtration to give the title compound (632 mg) as a white powder. 

lH-NMR(DMS0-d6)61.73-1.98(4H,m), 2.29(1H,q,J=11 .6Hz), 2.93-4.1 8(16H,m>, 4.45-4.57(1 H.m), 6.89(1H,t, 
J=8.0H2), 7.03(2H,d,J=8.0Hz), 7.28(2H,t,J=8.0H2), 9.13(1H,brs), 1 0.89(1 H,brs). 

Example 162 

30 

[0278] Synthesis of 3-[(2S,4S)-4-(4-benzyl-1 -piperazinyl)-2-pyrrolidlnylcarbonyl]-1 ,3-thlazolldine trihydrochlorlde 

(1) The title compound (437 mg) of Reference Example 12, l-benzylpiperazine (303 mg) and acetic acid (0.085 
mL) were dissolved in 1 ,2-dichloroethane (6 mL), and sodium triacetoxyborohydride (650 mg) was added thereto. 

35 The mixture was stirred at room temperature for 5 hr. Saturated aqueous sodium hydrogencarbonate solution was 

added to the reaction mixture and the mixture was extracted with ethyl acetate. The extract was washed with brine 
and dried. The solvent was evaporated under reduced pressure and the residue was purified by silica gel chro- 
matography to give 3-[(2S,4S)-4-(4-benzyl-1-plperazinyl)-1-tert-butoxycarbonyI-2-pyn'olldinylcarbonyl]-1 ,3-thla- 
zolidine (556 mg) as a white solid. 

40 (2) The above-mentioned compound (546 mg) was dissolved in methanol (1 6 mL), and 4 mol/L hydrochloric acid- 

1 ,4-dioxane (8 mL) was added thereto. The mixture was stirred at room temperature for 15 hr The precipitate was 
collected by filtration to give the title compound (412 mg) as a white powder. 

iH-NMR(DMSO-d6)51 .79-1 .89(1 H,m). 2.76-2.84(1 H,m), 2.90-3.90(1 5H.m), 4.35(2H,s), 4.45-4.73(3H,m), 
7.45-7.47(3H,m), 7.62-7.65(2H,m), 8.99(1 H.brs), 1 0.45(1 H,brs). 

45 

Example 163 

[0279] Synthesis of 3-{(2S,4S)-4-[4-(diphenylmethyl)-1 -piperazlnyl)-2-pyrrolidinylcarbonyl]-1 ,3-thiazolldine trlhydro- 
chlonde 

so 

(1) Using the title compound (402 mg) of Reference Example 12 and 1-diphenylmethylplperazlne (405 mg), and 
in the same manner as in Example 1 62 (1 ), 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(diphenylmethyl)-1 -piperazlnyQ- 
2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (470 mg) was obtained as a white powder. 

(2) Using the above-mentioned compound (470 mg), and In the same manner as in Example 162 (2), the title 
S5 compound (449 mg) was obtained as a white powder. 

lH-NMR(DMSO-d6)51 .94-2.01 (1H.m), 2.79-2.85(1 H.m), 3.03-3.92(1 5H,m), 4.43-4.73(3H,m). 4.48(1 H,brs), 
7.30-7.44(6H,m), 7.88(4H,brs), 9.09(1 H,brs), 1 0.50(1 H.brs). 
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Example 164 

[0280] Synthesis of 3-{(2S,4S)-4-[4-(4-cyanophenyl)-1 -piperazlnyl]-2-pyrrolldlnylcarbonyl}-1 ,3-thlazondine trihydro- 
chloride 

5 

(1) Using the title compound (485 mg) of Reference Example 12 and 1-(4-cyanophenyl)plperazine (335 mg), and 
in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(4-cyanophenyl)-1-piperazinyl> 
2-pyrrolidinylcarbonyl}*1 ,3-thiazolidine (492 mg) was obtained as a white powder. 

(2) Fonnic acid (8 mL) was added to the above-mentioned compound (492 mg). The mixture was stinred at room 
10 temperature for 2 days. The solvent was evaporated under reduced pressure, and saturated aqueous sodium 

hydrogencarbonate solution was added to the residue. The mixture was extracted with chlorofomn. The extract 
was washed with brine and dried. The solvent was evaporated under reduced pressure, and the residue was 
purified by silica gel chromatography. 4 mol/L Hydrochloric acid-ethyl acetate was added and the precipitate was 
collected by filtration to give the title compound (78 mg) as a white powder. 
15 1 H-NMR(500MH2,DMSO'd6)52.20-2.27(1H,m). 2.95-3.1 6(3H,m), 3.1 0-4.05(1 3H,m), 4.47-4.74(3H,m), 7.13(1H, 

d,J=8.8H2), 7.65(1 H,d,J=8.8Hz), 9.13(1H,brs), 10.61 (IH.brs). 

Example 165 

20 [02811 Synthesis of 3-{(2S,4S)-4-[4-(3-trlfluoromethylphenyl)-1-plperazlnyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazoiidine 
trihydrochloride 

(1) Using the title compound (411 mg) of Reference Example 12 and 1-(3-trifluoromethylphenyl)pipera2ine (378 
mg), and in the same manner as in Example 162 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(3-trifluoromethylphe- 

25 nyl)-1 -piperazinyl]-2-pyrrolidinylcari3onyl}-1 ,3-thiazolidine (700 mg) was obtained as a white powder. 

(2) Using the above-mentioned compound (700 mg), and in the same manner as in Example 162 (2), the title 
compound (553 mg) was obtained as a white powder. 

iH-NMR(DMSO-d6)52.25-2.36{1H.m), 3.00-4.1 0(1 6H,m), 4.47-4.77(3H,m), 7.17(1H,d,J=7.8Hz), 7.26-7.33(2H, 
m). 7.48(1 H,t,J=7.8Hz), 9.25(1 H.brs), 1 0.82(1 H.brs). 

30 

Example 166 

[0282] Synthesis of 3-{(2S,4S)-4-[4-(4-methoxyphenyl)-1 -pipera2inyl]-2-pyrrolidinyicarbonyl}-1 ,3-thiazoiidine trihy- 
drochloride 

35 

(1) Using the title compound (513 mg) of Reference Example 12 and 1 -(4-methoxyphenyl)piperazine (394 mg), 
and In the same manner as in Example 162 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(4-methoxyphenyl)-1-pip- 
erazinyI]-2-pyrrolidinylcartonyi}-1 ,3-thiazoiidine (536 mg) was obtained as a white powder. 

(2) Using the above-mentioned compound (530 mg), and in the same manner as in Example 162 (2), the title 
40 compound (567 mg) was obtained as a white powder. 

iH-NMR(DMSO-d6)82.28-2.39(1H,m), 3.00-3.1 7(3H,m). 3.68-4.1 2(13H,m), 3.71(3H,s), 4.47-4. 77(3H,m), 6.89 
(2H.d.J=9.0Hz), 7.05(2H,d.J=9.0Hz), 9.22(1 H.brs), 11. 00(1 H.brs). 

Example 167 

45 

[0283] Synthesis of 3-{(2S,4S)-4-[4-(4-hydroxyphenyl)-1-piperazinyl]-2-pynroildinyicarbonyi}-1,3-thiazolidine trihy- 
drochloride 

(1) Using the title compound (515 mg) of Reference Example 12 and 1 -(4-hydroxyphenyl)piperazine (366 mg) and 
so In the same manner as In Example 70 (1 ), 3-{(2S,4S)-1 -tert-butoxycarit)onyl-4-[4-(4-hydroxyphenyl)-1 -piperazlnyl]- 

2-pyrrolldinylcarbonyi}-1,3-thlazolidine (260 mg) was obtained as a pale-brown solid . 

(2) The above-mentioned compound (259 mg) was dissolved in dichloromethane (10 mL), and trifluoroacetic acid 
(3 mL) was added thereto. The mixture was stirred at room temperature for 1 6 hr. The reaction mixture was added 
to saturated aqueous sodium hydrogencartDonate solution, and the mixture was extracted with chloroform. The 

55 extract was washed with brine and dried. The solvent was evaporated under reduced pressure, and the residue 

was purified by silica gel column chromatography. Thereto was added 4 mol/L hydrochloric acid-ethyl acetate and 
the precipitate was collected by filtration to give the title compound (15 mg) as a brown powder 
1 H-NMR(DMS0-d6 )52.18-2.2B(1H.m), 2.97-4,00(1 6H,m). 4.46-4.75(3H,m), 6.73(2H,d,J=8.7Hz), 6.96-6.99(2H, 
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m), 9.18(1H,brs), 10.51(1H,brs). 
Example 168 

[0284] Synthesis of 3-{(25,4S,)-4-[4-(2-nitrophenyl)-1-pipera2lnyl]-2-pyrrolidlny!carbonyl}-1 ,3-thi^ dihydro- 
chloride 

(1) Piperazlne (12.9 g) was dissolved In DMF (100 mL), and a solution of 2-fluoronitrobenzene (7.06 g) in DMF 
(30 mL) was added dropwise. The mixture was stirred at room temperature for 3 hr. The reaction mixture was 
added to water and the mixture was extracted with ethyl acetate. The extract was washed with water and dried. 
The solvent was evaporated to give 1-(2-nitrophenyl)piperazlne (7.7 g) as a red oil. 

(2) Using the above-mentioned compound (414 mg) and the title compound (601 mg) of Reference Example 12, 
and In the same manner as in Example 70 (1 ), 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(2-nitrophenyl)-1 -piperazinyl]- 
2-pyrrolldinylcarbonyl}-1 ,3-thiazolidlne (690 mg) was obtained as a red oil. 

(3) Using the above-mentioned compound (690 mg) and in the same manner as in Example 161 (2), the title 
compound (433 mg) was obtained as a yellow powder. 

^H-NMR(DMSO-d6)52.1 9-2.40(1 H,m), 2.90-4.24(1 6H,m), 4.44-4.80(3H,m), 7.27(1 H.t,J=7.5Hz), 7.41(1H.d, 
J=7.8Hz), 7.68(1 H,t,J=7.2H2), 7.92(1 H,d,J=8.1 Hz). 

Example 169 

[0285] Synthesis of 3-{(2S,4S)-4-[4-(4-nitrophenyl)-1-pjperazinyl]-2-pyn-olldlnyIcarbonyl}-1,3-thia2olldine trihydro- 
chloride 

(1) Using the title compound (465 mg) of Reference Example 12 and 1 -(4-nitrophenyl)plperazlne (385 mg), and 
in the same manner as in Example 162 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(4-nitrophenyl)-1-piperazinyl]- 
2-pyrrolidlnylcaft)onyl}-1,3-thiazolidine (688 mg) was obtained as a yellow powder: lH-NMR(CDCl3)51.41(4.5H, 
s), 1.46(4.5H,s), 1.79-1. 99(1 H,m), 2.38-2.52(1 H,m), 2.52-2.74(4H,m), 2.75-3.22(3H.m). 3.25-3.50(5H,m), 
3.60-4.20(3H,m), 4.36-4.82(3H,m), 6.82(2H,d,J=9.4Hz), 8.12(2H,d.J=9.4Hz). 

(2) Using the above-mentioned compound (560 mg), and in the same manner as In Example 162 (2), the title 
compound (511 mg) was obtained as a yellow powder. 

iH-NMR(DMSO-d6)52.23-2.32(1H,m), 2.95-3.1 7(3H,m), 3.57-4.04(1 3H,m), 4.47-4.76(3H,m), 7.15(2H,d, 
J=9.3Hz), 8.12(2H,d.J=9.3Hz), 9.19(1H,brs), 1 0.68(1 H.brs);[,]D2*-35(cl.0.H2O). 

Example 170 

[0286] Synthesis of 3- {(2S,4S)-4-[4-(4-fluorophenyl)-1 -piperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thia2olidine trihydro- 
chlorlde 

(1) Using the title compound (409 mg) of Reference Example 12 and 1-(4-fluorophenyl)piperazine (300 mg), and 
in the same manner as In Example 1 62 (1), 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(4-fluorophenyl)-1 -piperazinyl]- 
2-pyrrolidinylcarbonyl}-1 ,3-thiazolldine (404 mg) was obtained as a white solid. 

(2) Using the above-mentioned compound (402 mg), and in the same manner as In Example 162 (2), the title 
compound (371 mg) was obtained as a white powder 

^H-NMR(DMSO-d6)52.28-2.39(1 H,m), 3.00-4.1 0(1 6H,m), 4.47-4.76,(3H,m), 7,02-7.1 4(4H,m), 9.20(1 H,brs). 10.79 
(1H,brs). 

Example 171 

[0287] Synthesis of 3-{(2S,45)-4-[4-(2-chlorophenyl)-1 -piperazinyl]-2 pyrrolidinylcarbonyl}-1 ,3-thiazolidine dihydro- 
chlorlde 

(1) Using the title compound (430 mg) of Reference Example 12 and 1-(2-chlorophenyl)piperazine (338 mg), and 
in the same manner as in Example 162 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(2-chIorophenyl)-1-piperazinyl]- 
2-pyrrolldinylcarbonyl}-1 ,3-thiazolidine (687 mg) was obtained as a white powder. 

(2) Using the above-mentioned compound (687 mg), and in the same manner as in Example 162 (2), the title 
compound (531 mg) was obtained as a white powder. 

iH-NMR(DMSO-d5)S2.28-2.38(1H,m),2.97-4.15(16H,m),4.47-4.77(3H,m), 7,12(1H,td,J=4.8,1.5Hz), 7.21(1H,dd, 
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J=4.8,1.5Hz), 7.35(1 H,td,J=8.1,1.5H2), 7.46(1 H.dcI,J=8.1,1.5Hz), 9.30(1H,brs), 10.1 5(1 H,brs). 
Example 172 

[0288] Synthesis of 3-{(2S,4S)-4-[4-(3-chIorophenyl)-1 -piperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thla2olidine trihydro- 
chloride 

(1) Using the title compound (476 mg) of Reference Example 12 and 1-(3-chlorophenyl)piperazine (374 mg), and 
in the same manner as in Example 1 62 (1 ), 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(3-chlorophenyl)-1 -plperazlnyl]- 

2-pyrrolidinyIcarbonyl}-1 ,3-thiazolldlne (495 mg) was obtained as a white solid. 

(2) Using the above-mentioned compound (494 mg), and in the same manner as in Example 162 (2), the title 
compound (428 mg) was obtained as a white powder. 

^H-NIVIR(DMSO-d6)52.22-2.32(1H,m), 2.97-4.06(16H,m), 4.47-4.76{3H,m), 6.88(1 H.dd,J=8.1 ,1.8Hz). 6.98(1H, 
dd,J=8.1,1.8Hz), 7.07(1 H,d.J=1.8Hz), 7.27(1 H,t.J=8.1 Hz), 9.24(2H,brs). 

Example 173 

[0289] Synthesis of 3-{(2S,4S)-4-[4-(4-chlorophenyl)-1 -plperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolldine trihydro- 
chlortde 

(1) Using the title compound (473 mg) of Reference Example 12 and 1-(4-chlorophenyl)piperazine (372 mg), and 
in the same manner as in Example 162 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(4-chlorophenyl)-1-piperazinyl]- 

2-pyrrolidinylcarbonyl}-1,3-thiazolidine (564 mg) was obtained as a white solid. 

(2) Using the above-mentioned compound (554 mg), and in the same manner as in Example 1 62 (2), the title 
compound (533 mg) was obtained as a white powder. 

lH-NMR(DMSO-d6)52.25-2.35(1H,m), 2.98-3.94(1 5H,m), 4.04-4.10(1 H,m), 4.45-4.75(3H,m), 7.05(2H,d, 
J=9.0H2), 7.30(2H,d,J=9.0Hz), 9.19(1H,brs), 10,63(1 H.brs). 

Example 174 

[0290] Synthesis of 3-{(2S,4S)-4-[4-(4-bromophenyl)-1 -plperazinyl]-2-pyrrolidlnylcarbonyl}-1 ,3-thlazolidine trihydro- 
chloride 

(1) Using the title compound (332 mg) of Reference Example 12 and 1-(4-bromophenyl)piperazine (300 mg), and 
in the same manner as in Example 1 62 (1 ), 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(4-bromophenyl)-1 -plperazinyl]- 
2-pyrrolidlnylcarbonyl}-1 ,3-thiazolidine (390 mg) was obtained as a white solid. 

(2) Using the above-mentioned compound (388 mg), and in the same manner as in Example 162 (2), the title 
compound (341 mg) was obtained as a white powder. 

lH-NMR(500MHz,DMSO-d6)S2.1 8-2.27(1 H,m), 2.95-4.06(1 6H,m), 4.47-4.74(3H.m), 6.98(2H,d,J=8.8Hz), 7.40 
(2H.d.J=8.8H2). 9.15(1 H,brs), 1 0.50(1 H.brs). 

Example 175 

[0291 ] Synthesis of 3-{(2S,4S)-4-[4-(3,4-dicyanophenyl)-1 -piperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidlne trlhy- 
drochloride 

(1) Using the title compound (561 mg) of Reference Example 12 and 1-(3,4-dicyanophenyl)piperazine (475 mg), 
and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(3,4-dicyanophenyl)-1-pip- 
erazinyl]-2-pyrrolidtny!carbonyl}-1 ,3-thiazolidine (945 mg) was obtained as a pale-yellow powder, 

(2) Using the above-mentioned compound'(935 mg), and in the same manner as in Example 167 (2), the title 
compound (508 mg) was obtained as a pale-yellow powder. 

1 H-NMR(DMSO-d6)52.1 8-2.28(1 H.m), 2.93-3.90(1 6H.m). 4.46-4.75 (3H,m), 7.41(1H,dd,J=9.0.2.7Hz), 7.72(1H,d, 
J=2.7H2), 7.90(1 H,d.J=9.0H2), 9.1 9(1 H.brs), 1 0.63(1 H.brs). 

Example 176 

[0292] Synthesis of 3-{(2S,4S)-4-[4-(3,4-dichlorophenyl)-1 -plperazlnyl]-2-pyrroIidinylcarbonyl}-1 ,3-thiazolidlne trihy- 
drochloride 
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(1) Using the title compound (540 mg) of Reference Example 12 and 1-(3,4-dichlorophenyl)piperazine (500 mg), 
and in the same manner as In Example 162 (1), 3-3-{(2S,4S)-1-tert-butoxycart)onyl-4-[4-(3,4-dlchlorophenyl)- 
1-pipera2inyl]-2-pyrrolidinylcarbonyl}-1,3-thiazolidine (540 mg) was obtained as a white solid. 

(2) Using the above-mentioned compound (540 mg), and In the same manner as in Example 162 (2), the title 
compound (503 mg) was obtained as a white solid. 

lH-NMR(DMSO-d6)52.22-2.32(1H,m), 2.97-4.06(1 6H,m), 4.47.4.76(3H.m), 7.03(1 H,dd,J=9.0,2.7Hz), 7.27(1 H,d, 
J=27Hz), 7.46(1 H,d,J=9.0H2), 9.20(1 H.brs), 1 0.70(1 H.brs). 

Example 177 

[0293] Synthesis of 3-{(2S,4S)-4-[4-(3,5-dichlorophenyl)-1 -pipera2inyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine trihy- 
drochloride 

(1) Using the title compound (481 mg) of Reference Example 12 and 1-(3,5-dichlorophenyl)pipera2ine (444 mg), 
and in the same manner as in Example 162 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(3,5-dichlorophenyl)-1-pip- 
erazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolldine (523 mg) was obtained as a white solid. 

(2) Using the above-mentioned compound (520 mg), and In the same manner as in Example 162 (2), the title 
compound (442 mg) was obtained as a white powder. 

^H-NMR(DMSO-d6)62.20-2.30(1H,m), 2.97-4.06(1 6H,m), 4.47-4.75(3H,m), 6.97(1 H.s), 7.07(2H,s), 9.20(1 H.brs), 
1 0.60(1 H.brs). 

Example 178 

[0294] Synthesis of 3-{(2S,4S)-4-[4-(4-nitro-1 -naphthyl)-1 -pipera2inyl]-2-py rrolidinylcarbonyl}-1 ,3-thiazolidine dlhy- 
drochloride 

(1) Using the title compound (400 mg) of Reference Example 12 and 1-(4-nltro-1-naphthyl)pipera2ine (414 mg), 
and In the same manner as in Example 162 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(4-nitro-1-naphthyl)-1-plp- 
erazinyl]-2-pyrrolidinylcarbonyl)-1 ,3-thiazolidine (600 mg) was obtained as a yellow powder. 

(2) Using the above-mentioned compound (596 mg), and in the same manner as in Example 162 (2), the title 
compound (449 mg) was obtained as a pale-yellow powder. 

^H-NMR(DMSO-d6)52.29-2.39(1H,m), 3.00-3.1 8(3H,m), 3.57-4.17(13H,m), 4.48-4.78(3H,m), 7.29(1H,d, 
J=8.7H2). 7.73(1 H.t,J=7.8Hz). 7.83(1 H,t.J=7.8Hz), 8.27(1 H,d,J=8.4Hz), 8.36(1 H,d,J=8.4Hz), 8.52(1 H.d,J=8.7Hz), 
9.20(1 H.brs), 10.60(1 H,brs). 

Example 179 

[0295] Synthesis of 3-{(2S,4S)-4-[4-(2-pyrldyl)-1-piperazinyl]-2-pyrrolldlnylcaibonyl}-1 ,3-thia20lidlne trihydrbchlo- 
ride 

(1) Using the title compound (426 mg) of Reference Example 12 and 1 -(2-pyridyl)piperazine (0.26 mL), and in the 
same manner as in Example 162 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(2-pyridyl)-1-pipera2inyl]-2-pyn'olldi- 
nylcarbonyl)-1 ,3-thla20lldlne (375 mg) was obtained as a white solid. 

(2) Using the above-mentioned compound (374 mg), and In the same manner as in Example 162 (2), the title 
compound (466 mg) was obtained as a white powder. 

1 H-NMR(DMSO-d6)52.26-2.37(1H,m), 3.00-3.1 6(3H,m), 3.43-4.06(1 3H,m), 4.47-4.78(3H,m), 6.98(1 H,t. 
J=6.0H2), 7.35(1 H.d.J=9.0Hz), 7.96(1 H,td,J=9.0.1.5Hz), 8.13(1H,dd,J=6.0,1.5Hz), 9.23(1 H.brs), 1 0.98(1 H,brs). 

Example 180 

[0296] Synthesis of 3-{(2S,4S)-4-[4-(4-pyrldyl)-1-plperazlnyl]-2-pyrrolidinylcarbonyl}>1 ,3-thiazolidine trihydrochlo- 
ride 

(1) Using the title compound (601 mg) of Reference Example 12 and 1 -(4-pyrldyl)pipera2ine (326 mg), and in the 
same manner as in Example 70 (1 ), 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(4-pyridyl)-1 -piperazinyl]-2-pyrroIidinyl- 
carbonyl}-1 ,3-thiazotidine(366 mg) was obtained. 

(2) Using the above-mentioned compound (366 mg), and in the same manner as in Example 161 (2), the title 
compound (133 mg) was obtained as a white powder. 
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iH-NMR(DMSO-d6)52.03-2.30(1H,m), 2.79-4.30(1 6H,m). 4,40-4.80(3H,m), 7.32(2H.d,J=7.5Hz), 8.34(2H,d, 
J=7.2H2), 9.15(1H,brs), 1 0.80(1 H,brs), 14.00(1 H.brs). 

Example 181 

[0297] Synthesis of 3-{(2S,4S)-4-[4-(4-cyano-2-pyridyl)-1-piperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thlazolidine trihy- 
drochloride 

(1) Using the title compound (494 mg) of Reference Example 12 and 1-(4-cyano-2-pyridyl)plpera2ine (371 mg), 
and in the same manner as in Example 154 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(4-cyano-2-pyridyl)-1-pip- 
erazinyl]-2-pyrrolidinylcarbonyt}-1,3-thiazolidine (431 mg) was obtained as a white solid. 

(2) Using the above-mentioned compound (424 mg), and in the same manner as In Example 167 (2), the title 
compound (194 mg) was obtained as a pale-yellow powder. 

iH-NMR(500MHz.DMSO-d6)62.32-2.39(1H,m). 3.00-3.1 6(3H,m), 3.25-4.07(1 3H,m), 4.48-4.75(3H,m), 7.1 0(1 H, 
dd,J=5.1. 0.8Hz), 7.50(1 H,d,J=0.8Hz), 8.36(1 H,d,J=6.1 Hz), 9.22(1 H.brs), 10.91(1H,brs). 

Example 182 

[0296] Synthesis of 1-{(2S,4S)-4-[4-(4-cyano-2-pyridyl)-1-piperazlnyl]-2-pyrrolidinylcarbonyl}pyrrolidine trihydro- 
chloride 

(1) Using the title compound (527 mg) of Reference Example 14 and 1-(4-cyano-2-pyrldyl)piperazine (422 mg), 
and In the same manner as in Example 70 (1), 1-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(4-cyano-2-pyridyl)-1 -piper- 
azinyl]-2-pyrrolidinylcarbonyl}pyrrolldine (502 mg) was obtained as a pale-yellow solid. 

(2) Using the above-mentioned compound (491 mg), and in the same manner as in Example 167 (2), the title 
compound (134 mg) was obtained as a pale-yellow powder. 

lH-NMR(500MHz,DI^SO-d6)61 .83-1.96(4H,m), 2.25-2.30(1 H,m), 2.98-3.02(1 H,m), 3.20-3.56(1 0H,m). 3.70-3.72 
(2H,m). 4.04-4.08(1 H,m), 4.30-4.54(2H,m), 4.50-4.54(1 H.m), 7.1 0(1 H,dd,J=5.1 .0.8Hz), 7.50(1 H,d,J=0.8Hz), 8.36 
(1H,d,J=5,1Hz), 9.12(1H,brs), 1 0.73(1 H,brs). 

Example 183 

[0299] Synthesis of 3-{(2S,4S)-4-[4-(5-cyano-2-pyridyl)-1-plperazlnyl]-2-pyrrolidlnylcarbonyl}-1 ,3-thiazolldlne trihy- 
drochloride 

(1) Using the title compound (740 mg) of Reference Example 12 and 1 -(5-cyano-2-pyridyl)piperazine (516 mg), 
and in the same manner as in Example 164 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(5-cyano-2-pyridyl)-1-pip- 
erazinyl]-2-pynx)lidlnylcarbonyl}-1 ,3-thiazolidine (772 mg) was obtained as a white powder. 
1H-NMR(CDCI3)61.41(4.5H,S), 1 .46(4.6H,s). 1.86-1. 98(1 H,m), 2.45-2.60(5H,m), 2.83-3.25(3H,m), 3.31-3.39(1 H, 
m), 3.60-3.79(5H,m), 3.81 -3.99(2H,m), 4.40-4.85(3H,m), 6.58(1 H,d.J=9.0Hz), 7.61 (1 H,dd,J=9.0,2.1 Hz), 8.40(1 H, 
d.J=2.1Hz). 

(2) Using the above-mentioned compound (744 mg), and in the same manner as in Example 167 (2), the title 
compound (202 mg) was obtained as a pale-yellow powder. 

^H-NMR(DMSO-d6)62.28-2.39(1H.m), 2.97-3.1 6(3H,m), 3.35-4.1 0(1 3H,m). 4.47-4.76(3H,m), 7.11(1H.d, 
J=9.3Hz), 7.98(1 H,dd,J=9.3,2.1 Hz), 8.57(1 H,d,J=2.1 Hz). 9.25(1 H.brs), 10.91(1 H,brs);[.]D23-32(c1 .0,H2O). 

Example 184 

[0300] Synthesis of 3-{(2S,4S)-4-[4-(5-trifluoromethyl-2-pyridyl)-1 -piperazinyl]-2-pyrrolidinyIcarbonyl}-1 ,3-thlazolld- 
ine dihydrochloride 

(1) Piperazine (12.9 g) was suspended in N-methyl-2-pyrrolidone (130 mL), and a solution of 2-chloro-5-trifluor- 
omethyipyridine (9.08 g) in N-methyl-2-pyrrolidone (30 mL) was added dropwise. The mixture was stirred at room 
temperature for 1 8 hr. The reaction mixture was added to water and the mixture was extracted with ethyl acetate. 
The extract was washed with water and dried. The solvent was evaporated under reduced pressure to give 1 -(5-trl- 
fluoromethyl-2-pyridyl)piperazine (11 .5 g) as a white solid. 

(2) Using the above-mentioned compound (462 mg) and the title compound (601 mg) of Reference Example 12, 
and in the same manner as in Example 70 (1 ), 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(5-trif luoromethyl-2-pyridyl)- 
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1-piperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thjazolldine (379 mg) as an oil. 

(3) Using the above-mentioned compound (368 mg), and In the same manner as in Example 161 (2), the title 
compound (276 mg) was obtained as a white powder 

iH-NMR(DMSO-d6)52.20-2.48(1H,m), 2.87-5.00(1 9H,m), 7.14(1H.d.J=9.0Hz). 7.92(1 H,dd,J=9.3,2.4Hz), 8.49 
(1H,d,J=0.6H2). 

Example185 

[0301] Synthesis of 3-{(2S,4S)-4-[4-(5-nitro-2-pyridyl)-1-piperazinyl]-2-pyrrolidiny!carbonyl}-1,3-thiazolldine dihy- 
drochloride 

(1) Using 2-chloro-6-nitropyrldine (7.93 g), and in the same manner as In Example 184 (1). 1-(5-nitro-2-pyrldyl) 
piperazine (9.3 g) was obtained as a yellow powder. 

(2) Using the above-mentioned compound (41 6 mg) and the title compound (601 mg) of Reference Example 12, 
and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(5-nitro-2-pyridyl)-1-piper- 
a2inyl]-2-pyrrolidinylcarbonyl)-1 ,3-thiazolidlne (754 mg) was obtained as a yellow powder. 

(3) Using the above-mentioned compound (693 mg), and in the same manner as In Example 161 (2), the title 
compound (475 mg) was obtained as a yellow powder 

^H-NMR(DMSO-d6)52.00-2.34(1H,m), 2.75-4.1 0(1 6H,m), 4.40-4.80(3H,m), 7.09(1 H.d.J=9.6Hz), 8.32(1H.dd, 
J=9.6,3.0Hz), 9.01(1H,d,J=3.0Hz), 9.18(1H,brs), 1 0.50(1 H.brs), 

Example 186 

[0302] Synthesis of 1 -{(2S,4S)-4-[4-(5-nitro-2-pyridyl)-1 -piperazinyl]-2-pyrrolidinylcarbonyl}pyrrolidine trihydrochlo- 
ride 

(1 ) Using 1 -(5-nltro-2-pyridyl)piperazine [product of Example 1 85 (1 ), 625 mg] and the title compound (565 mg) of 
Reference Example 14, and in the same manner as in Example 70 (1), 1 -{(2S,4S)-1-tert-butoxycarbonyl-4[4-(5-nl- 
tro-2-pyridyl)-1-pipera2inyl]-2-pyrrolidinylcarbonyl}pyrrolidine {632 mg) was obtained as a yellow powder. 

(2) The above-mentioned compound (522 mg) was dissolved in methanol (10 mL) and chloroform (2.5 mL), and 
4 mol/L hydrochloric acid-ethyl acetate (5 mL) was added thereto. The mixture was stirred at room temperature 
fori 8 hr. The reaction mixture was concentrated under reduced pressure, and the residue was washed with ethanol 
to give the title compound (395 mg) as a yellow powder. 

iH-NMR(DMSO-d6)51.70-2.04(4H,m), 2.09-2.36(1 H.m), 2.86-3.07(1 H,m), 3.20-5.00(1 4H,m). 7.11(1H,d, 
J=9.6Hz), 8.33(1 H,dd,J=9.6,3.0Hz), 9.02(1 H,d,J=2.7Hz), 9.11(1 H,brs), 1 0.80(1 H,brs). 

Example 187 

[0303] Synthesis of 3-{(2S,4S)-4-[4-(5-chloro-2-pyridyl)-1 -piperazinyl]-2-pyn'olidinylcarbonyl}-1 ,3-thiazolidine trihy- 
drochloride 

(1) Using the title compound (340 mg) of Reference Example 12 and 1-(5-chloro-2-pyridyl)piperazine (268 mg), 
and in the same manner as in Example 162 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-(4-(5-chloro-2-pyrldyl)-1-plp- 

erazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (421 mg) was obtained as a white solid. 

(2) Using the above-mentioned compound (418 mg), and in the same manner as in Example 162 (2), the title 
compound (262 mg) was obtained as a white powder. 

^H-NMR(500MHz.DMSO-d6)62.26-2.31(1H,m), 2.97-4.40(1 6H,m), 4.47-4.73(3H,m), 7.03(1 H,d,J=9.1Hz), 7.71 
(1H.dd,J=9.1, 2.5Hz), 8.18(1 H,d,J=2.5Hz), 9.18(1H,brs). 1 0.57(1 H.brs). 

Example 188 

[0304] Synthesis of 3-{(2S,4S)-4-[4-(2-qulnolyl)-1-piperazinyl]-2-pyn'olidinylcarbonyl}-1 ,3-thiazolidine trihydrochlo- 
ride 

(1 ) Using the title compound (488 mg) of Reference Example 1 2 and 1 -(2-quinolyl)piperazine (41 6 mg). and in the 
same manner as in Example 162 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(2-quinolyl)-1-piperazinyl]-2-pyrrolid- 

inylcarbonyl}-1 ,3-thlazoIidine (724 mg) was obtained as a white solid. 

(2) Using the above-mentioned compound (720 mg), and In the same manner as in Example 162 (2), the title 
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compound (560 mg) was obtained as a white powder. 

^H-NMR(DMSO-d6)62.20-2.30(1H,m),2.96-3.17(3H.m),3.64-440(13H,nn).447-4.76{3H,m),7.50(1H,t 

7.60(1 H,d,J=9.6H2), 7.77(1 H.t,J=7.8Hz), 7.93(1 H,d.J=7.5Hz), 8.15-8.20(1 H,m). 8.44(1 H,d,J=9.6H2), 9.21(1H, 

brs). 1 0.68(1 H.brs). 

Example 189 

[0305] Syntliesis of 3-{(2S,4S)-4-[4-(4-quinoiyl)-1 -piperazlnyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolldine trihydrochlo- 
ride 

(1) Piperazine (13.2 g) was meited by heating at 140**C, and 4-chloroquinoline (2.5 g) was added thereto. The 
mixture was stirred at 140°C for 30 min. The reaction mixture was added to iced water, and the mixture was 
extracted with chloroform to give 1-(4-quinolyl)plperazlne (3.45 g) as a pale-yellow oil. 

(2) Using the above-mentioned compound (469 mg) and the title compound (601 mg) of Reference Example 12, 
and in the same manner as In Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(4-qulnolyl)-1-piperazlnyl]- 
2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (995 mg) was obtained. 

(3) Using the above-mentioned compound (995 mg), and in the same manner as in Example 186 (2), the title 
compound (392 mg) was obtained as a white powder. 

^H-NMR(DMSO-d6)52.1 6-2.40(1 H,m), 2.70-4.30(1 6H,m), 4.40-4.80(3H,m), 7,37(1 H,d,J=6.9Hz), 7.77(1 H.t, 
J=8.1H2), 8.04(1 H,t,J=8,4Hz), 8.21(1H,d,J=8.7Hz) 8.85(1 H,d,J=6.9H2). 

Example 190 

[0306] Synthesis of 3-{(2S,4S)-4-[4-(1 -isoquinoly!)-1 -piperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine trihydro- 
chloride 

(1 ) Using the title compound (606 mg) of Reference Example 1 2 and 1 -(1 -isoquinolyl)piperazine (692 mg), and in 
the same manner as in Example 162 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(1-isoquinoiyl)-1-pipera2lnyl]- 
2-pyrroiidinylcarbonyl}-1,3-thiazolidine (216 mg) was obtained as a white solid. 

(2) Using the above-mentioned compound (215 mg), and In the same manner as in Example 162 (2), the title 
compound (99 mg) was obtained as a pale-yellow powder. 

1 H-NMR(500MHz,DMSO-d6)52.25-2.30(1H,m), 3.00-3.1 7(3H.m), 3.59-3.95(1 2H,m), 4.13-4.18(1 H.m), 4.49-4.77 
(3H.m), 7.59(1 H.d,J=6.1 Hz), 7.71-7.74(1 H.m), 7.86-7.89(1 H,m), 8.02(1 H,d.J=8.2Hz>. 8.08(1 H,d,J=6.1 Hz), 8,21 
(1H,d,J=8.5Hz), 9.25(1 H.brs), 1 0.89(1 H, brs). 

Example 191 

[0307] Synthesis of 3-{(2S,4S)-4-[4-{2-trif luoromethyl-4-quinolyl)-1 -piperazinyl]-2-pyrrolidinylcarbonyl)-1 .3-thiazoll- 
dine dihydrochloride 

(1) Using the title compound (0.655 g) of Reference Example 12 and 1-(2-trifluoromethyl-4-quinolyl)piperazine 
(0.735 g), and in the same manner as in Example 1 62 (1 ), 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(2-trif luoromethyl- 
4-quinolyi)-1-piperazinyl]-2-pyrrolidinylcarbonyi}-1 ,3-thiazolldine (1.23 g) was obtained as a paie-yellow 
powder: "'H-NMR(DMSO-d6)51.33(4.5H,s), 1 .41(4.5H,s), 1 .55-1 .64(1 H,m), 2.60-2.78(5H,m). 2.90-3.1 5(4H,m). 
3.33-3.38(4H,m), 3.67-3.85(3H.m). 4.04-4.69(3H,m), 7.25(1 H,s), 7.70(1 H,t,J=8.1 Hz), 7.81-7.87(1 H,m), 8.07(2H, 
d,J=8.4Hz). 

(2) Using the above-mentioned compound (1.23 g). and in the same manner as in Example 162 (2), the title 
compound (1 .06 g) was obtained as a paie-yellow powder. 

^H-NMR(DMSO-d6)52.28-2.38(1H,m), 3.00-3.1 8(3H.m), 3.48-4.1 5(1 3H,m), 4.48-4.78(3H,m), 7.39(1H,s), 7.75 
(1H,t,J=:7.5Hz), 7.89(1 H,t,J=7.5Hz), 8.11.8.16(2H,m), 9.23(1 H,brs), 10.68(1 H,brs);[.]D24.32(c1.0,H2O). 

Example 192 

[0308] Synthesis of 3-{(2S,4S)-4-[4-(2-benzoxazolyl)-1 -piperazinyi]-2-pyrrolldinylcarbonyl}-1 ,3-thiazolidine trihydro- 
chloride 

(1) Using 2-chlorobenzoxazoIe (7.68 g) and piperazine (12.9 g), and in the same manner as in Example 168 (1), 
1-(2-benzoxazoiyt)piperazine (2.4 g) was obtained as a white solid. 
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(2) Using the above-mentioned compound (610 mg) and the title compound (601 mg) of Reference Example 12, 
and in the same manner as in Example 70 (1), 3-{(2S,4S)-4-[4-(2-ben2oxazolyl)-1-tert-butoxycarbonyl-1-pipera2i- 
nyl]-2-pyn'olldlnylcarbonyl)-1 ,3-thlazolldine (526 mg) was obtained as a white powder, 

(3) Using the above-mentioned compound (416 mg), and in the same manner as in Example 186 (2), the title 
compound (286 mg) was obtained as a white powder. 

iH-NMR(DMSO-d6)52.20-2.42(1H,m), 2.89-3.20(3H,m), 3.25-4.35(1 3H,m), 4.40-4.80(3H,m), 7.10(1 H,td, 
J=7.5.1.2Hz), 7.22(1 H,td,J=7.8,1.2Hz), 7.37(1 H,dd,J=7.8,0.6H2), 7.47(1 H,d,J=7.8Hz), 9.25(1 H.brs), 11. 00(1 H, 
brs). 

Example 193 

[0309] Synthesis of 3^(2S,4S)-4-[4-(2-benzothiazolyl)-1-pipera2inyG-2-pyn'olidinylcarbonyl}-1,3-thla2olidine trihy- 
drochloride 

(1) Using 2-chtorobenzothiazole (8.48 g) and piperazine (43.1 g), and in the same manner as in Example 189 (1), 
1-(2-benzothiazolyl)piperazlne (10.9 g) was obtained. 

(2) Using the above-mentioned compound (482 mg) and the title compound (601 mg) of Reference Example 12, 
and in the same manner as in Example 70 (1), 3-{(2S,4S)-4-[4-(2-benzothiazolyl)-1-piperazinyl]-1-tert-butoxycar- 
bonyl-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (798 mg) was obtained as a white powder. 

(3) Using the above-mentioned compound (606 mg), and in the same manner as in Example 186 (2), the title 
compound (591 mg) was obtained as a white powder. 

1 H-NMR(DMSO-d6)52.20-2.44(1H,m), 2.90-3.20(3H.m), 3.35-4.30(1 3H,m), 4.42-4. 82(3H,m), 7.16(1H.t, 
J=7.2Hz). 7.35(1 H.t,J=7.2Hz), 7.55(1 H,d,J=7.8H2), 7.86(1 H,d,J=7.5Hz), 9.25(1 H.brs), 1 0.90(1 H.brs). 

Example 194 

[031 OJ Synthesis of 3-{(2S,4S)-4-[4-(benz-2-oxa-1,3-diazol-5-yl)-1-plperazinyll-2-pyn'olidinylcarbonyl}-1,3-thiazolld- 
ine dihydrochloride 

(1) Using 5-chtorobenzofurazan (0.500 g) and piperazine (2.79 g), and in the same manner as In Example 189 

(1) , 1-(benz-2-oxa-1,3-diazoI-5-yl)piperazine (0.433 g) was obtained. 

(2) Using the above-mentioned compound (433 mg) and the title compound (601 mg) of Reference Example 12, 
and in the same manner as in Example 70 (1 ), 3-{(2S,4S)-4-[4-(benz-2-oxa-1 ,3-dia2ol-5-yl)-1 -tert-butoxycarbonyl- 

1- piperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (500 mg) was obtained as a yellow powder. 

(3) Using the above-mentioned compound (438 mg), and in the same manner as in Example 186 (2), the title 
compound (409 mg) was. obtained as a yellow powder. 

lH-NMR(DMSO-d6)52.10-2.40(1 H,m), 2.80-4.30(1 6H.m), 4.40-4.80(3H,m), 7.02(1 H,s), 7.72(1 H.dd,J=9.9,1 .5Hz), 
7.94(1 H.d,J=9.9Hz). 

Example 195 

[0311] Synthesis of 3-{(2S,4S)-4-[4-(4-nitrobenzoyl)-1-piperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine dihydro- 
chloride 

(1) Using the title compound (454 mg) of Reference Example 12 and 1-(4-nitrobenzoyl)piperazine (426 mg), and 
in the same manner as in Example 162 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(4-nitrobenzoyl)-1-piperazinyl]- 

2- pyrrolidinyicarbonyl}-1 ,3-thiazolidine (500 mg) was obtained as a white solid. 

(2) Using the above-mentioned compound (496 mg), and in the same manner as in Example 162 (2), the title 
compound (242 mg) was obtained as a white powder 

1 H-NMR(DMSO-d6)52.1 5-2.22(1 H,m). 2.90-2.94(1 H,m), 3.07-3.93(1 5H,m), 4.46-4.73(3H,m). 7.75(2H.d, 
J=8.6H2), 8.32(2H.d,J=8.6Hz), 9.15(1 H.brs). 1 0.63(1 H, brs). 

Example 196 

[031 2] Synthesis of 3-{(2S,4S)-4-[4-(4-nitrophenyl)-1 ,4-diazepam-1 -yl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidlne dihy- 
drochloride 

(1) Homoplperazine (15.0 g) was dissolved in N-methyl-2-pyrroIidine (50 mL), and 4-fluoronitrobenzene (7.06 g) 



72 



EP1 308 439 A1 



was added thereto. The mixture was stirred at room temperature for 30 min. The reaction mixture was added to 
iced water, and the precipitate was collected by filtration to give N-(4-nitrophenyl)-1 ,4-diazepam (1 0.9 g) as a yellow 
powder. 

(2) Using the above-mentioned compound (443 mg) and the title compound (601 mg) of Reference-Example 12, 
and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert.butoxycarbonyl-4-[4-(4-nitrophenyl)-1,4-dl- 
azepam-1 -yl]-2-pyrrolidinylcarbonyl}-1 ,3-thlazolidine (429 mg) was obtained as a yellow powder. 

(3) Using the above-mentioned compound (398 mg), and in the same manner as In Example 161 (2), the title 
compound (118 mg) was obtained as a yellow powder. 

lH-NI\/IR(DMSO-d6)61.80-2.60(3H,m), 2.70-4.20(1 2H,m), 4.38-4.78(3H,m), 6.89(2H,d,J=9.3H2), 8.09(2H,d, 
J=9-3H2). 

Example 197 

[0313] Synthesis of 3-{(2S,4S)-4-[4-(2-trifluoromethyl-4-quinolyl)-1 ,4-diazepam-1-yl]-2-pyrrolidinylcarbonyl}-1 ,3-thi- 
azolidine tri hydrochloride 

(1) Using 4-chloro-2-trifluoromethytqulnoline (5.00 g) and homopiperazine (20.7 g). and by reaction in the same 
manner as in Example 196 (1) at 60**C, N-(2-trifluoromethyl-4-quinolyl)-1 ,4-dla2epam (6.11 g) was obtained as a. 

yellow solid. 

(2) Using the above-mentioned compound (0.83 g) and the title compound (0.703 g) of Reference Example 12, 
and in the same manner as in Example 70 (1 ),3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(2-trifluoromethyl-4-quinolyl)- 
1 ,4-diazepam-1 -yl]-2-pyrrolldlnylcarfoonyl}-1 ,3-thiazolidine (1 .35 g) was obtained as a white powder. 

(3) Using the above-mentioned compound (1.35 g), and in the same manner as In Example 133 (2), the title 
compound (1 .21 g) was obtained as a pale-yellow powder. 

^H-NMR(600IVIHz,DMSO-d6)52.19-2.49(3H,m), 2.96-3.1 9(3H,m), 3.30-4.28(1 3H,m), 4.48-4.76(3H,m), 7.17(1H, 
s), 7.67(1 H,t,J=7.6Hz), 7.83(1 H,t,J=7.6Hz). 8.05-8. 10(2H,m), 9.14(1H,brs), 10.91(1H,brs), 12.51(1H,brs) 

Example 198 

[031 4) Synthesis of 3-{(2S,4S)-4-[4-(2-hydroxyethyl)-1 -piperazlnyl]-2-pyn'olidinylcarbonyl}-1 ,3-thla2olidine trihydro- 
chlorlde 

(1) Using 1-piperazineethanol (147 mg) and the title compound (307 mg) of Reference Example 12, and In the 
same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(2-hydroxyethyl)-1-piperazinyll-2-pyr- 
rolldinylcarbonyl)-1 ,3-thia2olidine (354 mg) was obtained as an oil. 

(2) Using the above-mentioned compound (350 mg), and in the same manner as in Example 132 (2), deprotection 
was conducted. The solvent was evaporated under reduced pressure, and the residue was dissolved in ethyl 
acetate (5 mL). 4 mol/L IHydrochlorIc acid-ethyl acetate (1 .0 mL) was added thereto, and the precipitated solid was 
collected by filtration to give the title compound (1 58 mg) as a white powder. 

iH-NMR(500MHz,DMSO-d6)61 .91 (1H,m).2.78-3.93(20H,m),4.46-4.74(3H,m), 8.97(1 H,brs), 10.80(1 H.brs) 11.97 
(IH.brs). 

Example 199 

[0315] Synthesis of 3-[(2S,4S)-4-(4-pivaloyl-1 -piperazinyl)-2-< pyrrol idinylcarbonyl]-1 ,3-thiazolidine dihydrochloride 

(1) Using N-benzyIoxycarbonyl-L-trans-4-hydroxyproline (25.0 g), and in the same manner as in Reference Ex- 
amples 9 and 12, 3-((2S)-1-benzyloxycarbonyl-4-oxo-2-pyrrolldlnylcarbonyl)-1,3-thiazolldine (10,9 g) was ob- 
tained as white crystals. 

(2) Using the above-mentioned compound (4.05 g) and 1 -tert-butoxycarbonylpiperazine (2.48 g), and in the same 
manner as in Example 70 (1 ), 3-[(2S,4S)-1 -benzyloxycarbonyl-4-(4-tert-butoxycarbonyl-1 -plperazlnyl)-2-pyrro!id- 
inylcarbonyl)]-1 ,3-thlazolldine (4.64 g) was obtained as a white powder. 

(3) The above-mentioned compound (4.04 g) was deprotected in the same manner as In Example 132 (2). The 
solvent was evaporated under reduced pressure, and saturated aqueous sodium hydrogencarbonate solution was 
added to the residue. The mixture was extracted with chloroform, and the extract was dried and concentrated 
under reduced pressure to give 3-[(2S,4S)-1 -ben2yloxycarbonyl-4-(1 -plpera2inyl)-2-pyrrolldlnylcarbonylJ-1 ,3-thia- 
zolidine (3.10 g) as a white powder. 

(4) The above-mentioned compound (405 mg) and triethylamine (170 ^L) were dissolved In chloroform (4 mL), 
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and pivaloyi chloride (126 \iL) was added thereto at room temperature. The mixture was stirred for 3 hr Water was 
added to the reaction mixture and the mixture was extracted with chlorofomn. The extract was dried and the mixture 
was concentrated under reduced pressure to give 3-[(2S,4S)-1-benzyloxycarbonyl-4-(4-pivaloyl-1-piperazlnyl)- 

2- pyrrolidlnylcarbonyl]-1 ,3-thiazolldine (430 mg) as a white solid. 

(5) The above-mentioned compound (423 mg) was dissolved In trlfluoroacettc acid, and thioanisole (0.6 mL) was 
added thereto. The mixture was stirred at room temperature for 21 hr. Diethyl ether was added to the reaction 
mixture, and the precipitated solid was collected by filtration and purified by HPLC. This was converted to hydro- 
chloride with 4 mo!/L hydrochloric acid-ethyl acetate to give the title compound (95 mg) as a white powder. 
lH-NMR(500MH2,DMSO-d6)61.20(9H,s), 2.12-2.33(1 H,m), 2.85-4.05(1 6H,m), 4.48-4. 73(3H.m), 9.08(1H,brs), 
1 0.73(1 H.brs). 

Example 200 

[0316] Synthesis of 3-[(2S,4S)-4-(4-methoxycarbonyl-1 -plperazinyl)-2-pyrrolidlnylcarbonyl)-1 ,3-thiazolldine dihydro- 
chloride 

(1 ) Using 3-[(2S,4S)-1 -benzyloxycarbonyl-4-{1 -piperazlnyl)-2-pyn'olldiny!carbonyl]-1 ,3-thiazolldine [product of Ex- 
ample 199 (3), 405 mg] and methyl chlorocartDonate (79 ^L), and in the same manner as in Example 199 (4), 

3- [(2S,4S)-1-benzyloxycarbonyl-4-(4-methoxycartDonyl-1-piperazinyl)-2-pyrrolidinylcartDonyl]-1,3-thiazolidine 
(413 mg) was obtained as a white solid, 

(2) Using the above-mentioned compound (407 mg), and In the same manner as in Example 199 (5), the title 
compound (43 mg) was obtained as a brown powder. 

iH-NMR(500MHz, DlV1SO-d6)a2.1 3-2.43(1 H,m), 2.85-4,05(1 6H,m), 3.63(3H.s), 4.47-4.74(3H.m), 9.08(1H,brs), 
1 0.73(1 H.brs). 

Example 201 

[031 7] Synthesis of 3-[(2S,4S)-4-(4-lsobutyloxycarbonyl-1 -piperazinyl)-2-pyrrolidlnylcarbonyl]-1 ,3-thiazolidine dihy- 
drochloride 

(1 ) Using the product (405 mg) of Example 1 99 (3) and isobutyl chlorocariDonate (1 33 p.L), and In the same manner 
as in Example 199 (4), 3-[(2S,4S)-1-benzyloxycarbonyl-4-(4-isobutyloxycarbonyl-1-piperazinyl)-2-pyrrolidinylcar- 
bony I]- 1 .3-thiazolidine (421 mg) was obtained as a white solid. 

(2) Using the above-mentioned compound (416 mg), and in the same manner as in Example 199 (5), the title 
compound (59 mg) was obtained as a white powder. 

lH-NMR(500MHz.DMSO-d6)60.90(6H,d,J=6.8Hz), 1.81-1. 97(1 H.m), 2.1 9-2.39(1 H.m), 2.90-4.20(1 6H,m), 3.83 
(2H,d,J=6.5Hz), 4.47-4.74(3H,m), 9.12(1 H,brs), 11 .07(1H,brs). 

Example 202 

[0318] Synthesis of 3-[(2S,4S)-4-(4-benzyIoxycarbonyl-1-plperazinyl)-2-pyrrolidlnylcarbonyI]-1 ,3-thlazolidine dihy- 
drochioride 

(1 ) Using 1 -benzyloxcarbonylpiperazine (21 7 mg) and the title compound (307 mg) of Reference Example 1 2, and 
In the same manner as in Example 70 (1 ), 3-[(2S,4S)-4-(4-benzyloxycartonyl-1 -piperazinyl)-1 -tert-butoxycarbonyl- 
2-pyrrolldinylcarbonyl]-1 ,3-thiazolidlne (500 mg) was obtained as a white powder. 

(2) Using the above-mentioned compound (490 mg), and in the same manner as in Example 133 (2), the title 
compound (399 mg) was obtained as a white powder. 

iH-NMR(500MHz.DMSO-d6)62.10-2.30(1H,m). 1. 70-4.20(1 6H,m). 4.46-4.73(3H,m). 5.11(2H.s), 7.31 -7.42(5H, 
m), 9.06(1 H,brs), 1 0.67(1 H,brs), 12.50(1 H,brs). 

Example 203 

[031 9] Synthesis of 3-[(2S,4S)-4-(4-cyclohexylaminocarbonyl-1 -piperazlnyl)-2-pyrrolidinylcarbonyl]-1 ,3-thlazolldine 
dihydrochlorlde 

(1) Using the product (405 mg) of Example 199 (3) and cyclohexyl isocyanate (127 p.L), and in the same manner 
as In Example 199 (4),3-[(2S,4S)-1-benzyloxycari3onyl-4-(4-cyclohexylamlnocarbonyl-1-piperazinyl)-2-pyrrolidi- 
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nylcarbony(]-1 ,3-thiazolidine (296 mg) was obtained as a white solid. 

(2) Using the above-mentioned compound (296 mg), and in the same manner as in Example 199 (5), the title 
compound (85 mg) was obtained as a white powder. 

iH-NiVIR(600MHz,DMSO-d6)61.00-1.29(5H.m), 1 .53-1 .80(5H,m), 2.12-2.32(1 H,m), 2.80-4.20(1 7H,m), 4.47-4.73 
5 (3H,m), 6.48(1 H.brs), 9.09(1 H.brs), 1 0.65(1 H.brc), 12.1 8(1 H.brs), 

Example 204 

[0320] Synthesis of 3-{(2S,4S)-4-[4-(2,6-dlmethylphenyl)aminocarbonyl-1-piperazinyl]-2-pyrrolidinyIcarbonyl}- 
10 1 ,3-thiazolldine dihydrochlorlde 

(1 ) Using the product (405 mg) of Example 1 99 (3) and 2,6-dimethylphenyl Isocyanate (142 ^L), and in the same 
manner as in Example 199 (4), 3-{{2S,4S)-1-benzyloxycarbonyl-4-[4-(2,6-dimethylphenyl)aminocarbonyl-1-piper- 
a2jnyl]-2-pyrrolidinylcarbonyl}-1 ,3-thia2olidine (517 mg) was obtained as a white powder. 

15 (2) Using the above-mentioned compound (503 mg), and in the same manner as in Example 199 (5), the title 

compound (166 mg) was obtained as a white powder 

iH-NIVIR(500MHz,DMSO-d6).62.15(6H,s), 2.09-2.29(1 H,m), 2.85-4.20(1 6H,m), 4.48-4. 73(3H,m), 7.04(3H,m), 
8.16(1H,s). 9.07(1 H.brs), 10.61(1H,brs). 

20 Example 205 

[0321] Synthesis of 3-{(2S,4S)-4-[4-(8-qulnolinesulfonyl)-1-pipera2inyl]-2-pyrrolidlnylcarbonyl}-1 ,3-thiazolidine trihy- 
drochloride 

25 (1) 1 -tert-Butoxycarbonylpiperazine (2.22 g) and triethylamine (2.0 mL) were dissolved in dichloromethane (100 

mL), and 8-quinolinesulfonyl chloride (2.71 g) was added thereto. The mixture was stinred at room temperature for 
14 hr. 10% citric acid solution was added to the reaction mixture and the mixture was extracted with chloroform. 
The extract was washed with brine, dried and concentrated under reduced pressure. The residue was dissolved 
in dichloromethane (20 mL), and trifluoroacetic acid (5 mL) was added thereto. The mixture was stirred at room 

30 temperature for 1 .5 hr. The reaction mixture was concentrated under reduced pressure, and saturated aqueous 
sodium hydrogencariDonate solution was added to the residue. The mixture was extracted with chloroform, and 
the extract was dried and concentrated under reduced pressure to give 1-(8-quinolinesulfonyl)piperazine (0.73 g) 
as a white solid. 

(2) Using the above-mentioned compound (0.725 g) and the title compound (0.714 g) of Reference Example 12, 
35 and in the same manner as in Example 70 (1 ), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(8-quinolinesulfonyl)-1-pip- 

era2inyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (1.34 g) was obtained as a white powder. 

(3) Using the above-mentioned compound (1.34 g), and in the same manner as in Example 133 (2), the title 
compound (0.56 g) was obtained as a pale-yellow powder. 

^H-NMR(500MHz.DMSO-d6)62.01 -2.21 (1 H,m), 2.80-3.95(1 6H,m), 4.43-4.72(3H.m), 7.74(1 H,dd,J=8.3,4.2H2), 
40 7.79(1 H,t,J=7.9Hz), 8.35-8.40(2H,m), 8.58(1 H,dd,J=8.3,1 .7Hz), 9.00(1H,brs). 9.06(1 H.dd,J=4.2,1.7Hz), 10.60 

(1H,brs). 

Example 208 

45 [0322] Synthesis of 3-{(2S,4S)-4-[4-(1 -ethoxycarbonyl-4-piperidinyl)-1 -piperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thia- 
zolidine tetrahydrochloride 

(1 ) Using 1 -(9-fluorenylmethoxycariDonyl)piperazine (1 .47 g) and the title compound (1 .30 g) of Reference Example 
12, and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(9-fluorenylmethoxycarb- 

so onyl)-1 -piperazinyl]-2-pyrrolldinylcarbonyl}-1 ,3-thiazolidlne (1 .68 g) was obtained as a white powder. 

(2) The above-mentioned compound (1 .68 g) was dissolved In dichloromethane (30 mL), and piperidine (1 .5 mL) 
was added thereto at room temperature. The mixture was stirred for 4 hr. The solvent was evaporated under 
reduced pressure, and the residue was purified by silica gel chromatography to give 3-[(2S,4S)-1 -tert-butoxycar- 
bonyl-4-(1 -piperazlnyl)-2-pyrrolidinylcarbonyl]-1 ,3-thiazolidine (206 mg) as a white solid. 

55 (3) Using the above-mentioned compound (202 mg) and 1 -ethoxycarbonyl-4-piperidone (90 ^L), and in the same 

manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(1-ethoxycarbonyl-4-plperidinyl)-1-plperazi- 
nyl]-2-pyn'olidtnylcarbonyl)-1 ,3-thiazolidine (168 mg) was obtained as a white powder. 

(4) Using the above-mentioned compound (168 mg), and in the same manner as in Example 133 (2), the title 



75 



EP1 308 439 A1 



compound (113 mg) was obtained as a white powder 

iH-NMR(500MH2,DMSO-d6)51 .18(3H,t.J=7.1 Hz), 1 .53-1 .65{2H,m). 1 .81 -1 .95(1 H,nn), 2.01 -2.21 (2H,m), 
2.70-4.20(21 H.m), 4.04(2H,q.J=7.1Hz), 4.47-4.73(3H,m). 8.89(1 H,brs), 1 0.39(1 H.brs), 11 .46(1H.brs). 

5 Example 207 

[0323] Synthesis of 3-{(2S,4R)-4-[4-(4-nitrophenyl)-1-piperazinyl]-2-pyrrolidinylcarbonyl}-1,3-thia2olldine dihydro- 
chloride 

10 (1) 3-((2S,4R)-4-Annino-1-tert-butoxycarbonyl-2-pyrrolidlnylcarbonyl)-1,3-thiazolidine (title compound of Refer- 

ence Example 15, 1 g) was dissolved In N-methyl-2-pyrrolidone (20 mL), and N,N-bls{2-[(methylsuIfonyl)oxy]ethyl}- 
4-nltroanlIine (1.27 g) and N,N-diisopropylethylamlne (1.73 mL) were added thereto. The mixture was stin-ed at 
80**C for 24 hr with heating. The reaction mixture was added to saturated aqueous sodium hydrogencarbonate 
solution, and the mixture was extracted with ethyl acetate. The extract was washed with brine and the solvent was 

15 evaporated under reduced pressure. The residue was purified by silica gel chromatography to give 3-{(2S,4R)- 

1-tert-butoxycarbonyl-4-[4-(4-nltrophenyl)-1-piperazinyl]-2-pyrrolldinylcarbonyl}-1,3-thlazolidine. 
(2) This was dissolved in methanol (20 mL) and chloroform (10 mL), and 4 mol/L hydrochloric acid-ethyl acetate 
(1 0 ml) was added thereto. The mixture was stirred for 2 hr. The reaction mixture was concentrated under reduced 
pressure, and saturated aqueous sodium hydrogencarbonate solution was added to the residue. The mixture was 

20 extracted with chlorofomi and the extract was concentrated under reduced pressure. The residue was purified by 

silica gel chromatography to give a free base (161 mg) of the title compound. This was dissolved in ethanol (5 
mL), and 4 mol/L hydrochloric acid-ethyl acetate (0.21 mL) was added thereto. The solvent was evaporated under 
reduced pressure to give the title compound (128 mg) as a yellow powder. 

iH-NMR(DMSO-d6)52.22-2.46(1H,m), 2.75-2.99(1 H,m), 3.00-3.20(2H,m), 3.20-4.30(13H,m), 4.40-5.07(3H,m), 
25 7.16(2H,d,J=9.3Hz), 8.12(2H,d,J=9.3Hz). 

Example 208 

[0324] Synthesis of 3-{{2S,4S)-4-[4-(4-trifluoromethylphenyl)-1 -piperazinyl]-2-pyrrolidinylcarbonyi}-l ,3-thlazolidine 
30 trihydrochloride 

(1) Using the title compound (450 mg) of Reference Example 12 and 1-(4-trlfluoromethylphenyl)plperazine (414 
mg), and In the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(4-trifluoromethylphe- 
nyl)-1-piperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (772 mg) was obtained as a white solid. 
35 (2) The above-mentioned compound (766 mg) was dissolved in methanol (5 mL), and 1 .1 mol/L hydrochloric acid- 

methanol (14 mL) was added thereto. The mixture was stirred at room temperature for 4 days. The reaction mixture 
was concentrated under reduced pressure, and ethyl acetate was added to the residue. The precipitated solid was 
collected by filtration to give the title compound (680 mg) as a pale-brown powder 

iH-NMR(DMSO-d6)52.27-2.40(1H,m), 2.96-4.16(1 6H,m). 4.46-4. 77(3H.m). 7.18(2H,d,J=8.8), 7.58(2H,d,J=8.8), 
40 9.22(1 H.brs), 1 0.73(1 H.brs). 

Example 209 

[0325] Synthesis of 3-{(2S,4S)-4-[4-(3-cyano-2-pyridyl)-1-piperazinyl]-2-pynrolidinylcarbonyl}-1 ,3-thlazolidlne trihy- 
45 drochloride 

(1) Piperazine (125 g) was melted by heating at 150°C and 2-chloro-3-cyanopyridine (20.0 g) was added thereto. 
The mixture was stirred at 1 1 0'^C for 2 hr Water was added to the reaction mixture and the mixture was extracted 
with chloroform. The extract was washed with brine, dried and concentrated under reduced pressure to give 1 -(3-cy- 

so ano-2-pyridyl)plperazine (24.2 g) as a brown solid. 

(2) Using the above-mentioned compound (0.621 g) and the title compound (0.901 g) of Reference Example 12, 
and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(3-cyano-2-pyrldyl)-1 -piper- 
azinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thia20lidine (1 .42 g) was obtained as a white solid. 

1H-NMR(CDCI3)51.41(4.5H,S), 1.46(4.5H,s), 1.83-1 .97(1 H.m), 2.40-2.51 (1H,m). 2.63-2. 72 (4H,m). 2.82-3.22(3H, 
55 m), 3.33(1 H,t.J=9.9Hz), 3.35-4. 14(7H,m), 4.38-4.79(3H.m). 6.76(1 H,dd,J=7.6,4.7Hz). 7.77(1 H,dd,J=7.6,1.7Hz), 

8.34(1 H,dd,J=4.7, 1.7Hz). 

(3) The above-mentioned compound (1 .42 g) was dissolved in ethyl acetate (7.5 mL), and 4 mol/L hydrochloric 
acid-ethyl acetate (7.5 mL) was added thereto. The mixture was stirred at room temperature for 12 hr The pre- 
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cipltated solid was collected by filtration to give the title compound (1 .00 g) as a white powder. 
iH-NMR{DMSO-d6)52.26-2.40(1H,m), 2.93-3.1 8(3H,m). 3.2-4.8(1 6H.m), 7.09(1 H,dd,J=7,7.4.8). 8.19(1H.dd, 
J=7.7.1.9), 8,49(1 H,dd,J=4.8,1. 9). 9.16(1H.brs), 11.02(1H.brs), 12.7(1H,brs). 

5 Example 210 

[0326] Synthesis of 3-{(2S,4S)-4-[4-(3-chloro-2-pyridyl)-1 -piperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolldine trihy- 
drochloride 

10 (1 ) Piperazine (20.0 g) was melted by heating at 1 40°C and 2,3-dichloropyridine (3.42 g) was added thereto. The 

mixture was stirred at 1 20°C for 2 hr. Water was added to the reaction mixture and the mixture was extracted with 
chlorofomn. The extract was washed with brine, dried and concentrated under reduced pressure to give 1 -(3-chloro- 
2-pyridyl)pipera2ine (4.68 g) as a dark-brown oil. 

(2) Using the above-mentioned compound (0.712 g) and the title compound (0.901 g) of Reference Example 12, 
'5 and in the same manner as in Example 70 (1 ), 3-{(2S,4S)-1 -tert-butoxycarbonyI-4-[4-(3-chloro-2-pyridyl)-1 -piper- 

azinyl]-2-pyrroiidinylcarbonyi}-1 ,3-thiazolidine (1 .41 g) was obtained as a white solid. 

iH-NIVIR(CDCl3)61.41(4.5H,s), 1 .46(4.5H,s), 1.84-1 .99(1 H,m). 2.40-2.51 (IH.m), 2.53-2. 73(4H,m). 2.79-3.1 8(3H. 
m),3.28-3.45(5H,m),3.58-4.12(3H,m),4.38-4.78(3H,m), 6.84(1 H,dd,J=7.7,4.7Hz), 7.58(1 H,dd,J=7.7,1.5H2), 8.1 8 

(1H,dd,J=4.7,1.5Hz). 

20 (3) The above-mentioned compound (1.40 g) was dissolved in ethanol (4 mL), and 4.1 mol/L hydrochloric acid- 

ethanol (4 mL) was added thereto. The mixture was stirred at room temperature for 14 hr. The precipitated solid 
was collected by filtration to give the title compound (1 .14 g) as a white powder. 

iH-NMR(DMSO-d6)52.30-2.43(1H,m), 2.95-3.1 8(3H,m), 3.2-4.2(1 3H.m). 4.45-4.80(3H.m), 7.12(1H,dd, 
J=7.8,4.7Hz), 7.89(1 H,dd,J=7.8,1.5Hz), 8.28(1 H,dd,J=4.7,1.5Hz), 9.1 6(1H,brs), 10.96(1 H.brs) 1 2.55(1 H,brs). 

25 

Example 211 

[0327] Synthesis of 3-{(2S,4S)-4-[4-(5-ethoxycarbonyl-2-pyridyl)-1-pipera2inyl]-2-pyrrolidinylcait)onyl}-1 ,3-thiazoli- 
dine trihydrochloride 

30 

(1) Ethyl 6-chloronicotinate (1 .12 g) was dissolved in DMF (30 mL), and 1 -tert-butoxycarbonylpiperazine (1 .24 g) 
and potassium carbonate (1 .00 g) were added thereto. The mixture was stirred at 80°C for 1 8 hr. Water (1 00 mL) 
was added to the reaction mixture and the mixture was extracted with ethyl acetate. The extract was washed 
successively with saturated aqueous sodium hydrogencarbonate solution and brine and dried. The solvent was 

35 evaporated under reduced pressure. The residue was dissolved in dichloromethane (10 mL), and trtfluoroacetic 

acid (5 mL) was added thereto at room temperature. The mixture was stirred for 2 hr and the reaction mixture was 
concentrated under reduced pressure. Water (50 mL) was added to the residue, and the mixture was washed with 
diethyl ether. The aqueous layer was basified with aqueous sodium hydrogen carbonate solution. The mixture was 
extracted with chlorofomn. The extract was dried and the mixture was concentrated under reduced pressure to 

40 give 1-(5-ethoxycari3onyl-2-pyridyl)pipera2ine (1 .17 g) as an oil. 

(2) Using the above-mentioned compound (1 ,1 7 g) and the title compound (1 .47 g) of Reference Example 1 2, and 
in the same manner as In Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(5-ethoxycari3onyl-2-pyridyl)- 
1-plperazmyl]-2-pyrrolldlnylcarbonyl}-1 ,3-thlazolidine (2.07 g) as a white solid. 

(3) Using the above-mentioned compound (1.06 g), and in the same manner as In Example 133 (2), the title 
45 compound (1 .06 g) was obtained as a white powder. 

lH-NMR(500MHz,DMSO-d6)61.30(3H,t,J=7.1Hz). 2.23-2.43(1 H,m), 2.92-4.90(1 9H,m), 4.28(2H,q,J=7.1 Hz), 7.05 
(1H,d,J=9.1Hz). 8.04(1 H,dd,J=9.1 .2.3Hz), 8.69(1 H,d,J=2.3Hz), 9.13(1H,brs), 10.91(1 H.brs), 1 2.58(1 H,brs). 

Example 212 

50 

[0328] Synthesis of 3-{(2S,4S)-4-[4-(5-carboxy-2-pyridyl)-1-piperazinyl]-2-pyrrolldinytcarbonyl}-1.3-thiazolldlne tri- 
hydrochloride 

[0329] 6 mol/L Hydrochloric acid was added to 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(5-ethoxycariDonyl-2*pyridyl)- 
1 -piperazinyl]-2-pyn'olidinylcarbonyl}-1 ,3-thiazondine trihydrochloride [product of Example 211 (2), 1 .00 g] and the mix- 
55 ture was ref iuxed for 2 hr. The solvent was evaporated under reduced pressure, and the residue was purified by HPLC. 
This was converted to hydrochloride with 4 mol/L hydrochloric acid-1 ,4-dioxane to give the title compound (158 mg) 
as a white powder. 

iH-NMR(500MHz,DMSO-d6)62.21-2.41(1H,m), 2.90-4.90(1 9H,m), 7,04(1 H,d,J=9.0H2), 8.03(1 H,dd,J=9.0,2.2Hz). 
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8.67(1 H,d,J=2,2Hz), 9.12(1H.brs), 1 0.80(1 H.brs), 1 2.50(1 H.brs). 
Example 213 

5 [0330] Synthesis of 3-{(2S,4S)-4-[4-(5-cail3amoyl-2-pyridyl)-1-piperazinyl]-2-pyrrolidinylcarbonyl)-1 ,3-thiazolidine 
trihydrochloride 

(1) Using 6-chloronicotinamide (5.00 g) and piperazine (27.6 g), and by reaction in the same manner as in Example 

196 (1) at 100°C, 1-(5-carbamoyl-2-pyridyl)pipera2ine (0.41 g) was obtained as a yellow powder 
10 (2) Using the above-mentioned compound (370 mg) and the title compound (450 mg) of Reference Example 12, 

and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(5-carbamoyl-2-pyridyl)- 

1-plperazinyl]-2-pyrrolidlnylcarbonyl}-1 ,3-thiazolidine (350 mg) was obtained as a white solid. 

(3) Using the above-mentioned compound (347 mg), and In the same manner as In Example 133 (2), the title 

compound (332 mg) was obtained as a white powder. 
15 lH-NMR(500MHz.DMSO-d6)61.81-2.01(1H,m), 2.93-4 .10(1 4H,m), 4.28-4. 75(5H,m), 7.08(1 H.d,J=9.0Hz), 7.26 

(IH.brs), 7.91(1H.brs), 8.10(1 H,dd,J=9.0.2.3Hz), 8.66(1 H,d,J=2.3Hz), 9.12(1H,brs), 10.87(1 H.brs), 12,51(1H, 

brs). 

Example 214 

20 

[0331] Synthesis of 3-{(2S,4R)-4-[4-(5-cyano-2-pyridyl)-1 plperazinyl]-2-pyrroIidinylcarbonyl}-1,3-thiazolldine trihy- 
drochloride 

(1) The title compound (1.74 g) of Reference Example 11 and triethylamine (1.0 mL) were dissolved in dichlo- 
25 romethane (35 mL), and methanesulfonyl chloride (0.49 mL) was added dropwise under ice-cooling. The mixture 

was stin-ed for 3 hr. Iced water was added to the reaction mixture and the mixture was extracted with dichlorometh- 
ane. The extract was washed with brine, dried and concentrated under reduced pressure to give 3-{(25,4S)-1 -tert- 
butoxycarbonyl-4-methanesulfonyloxy-2-pyrrolidinylcarbonyl}-1,3-th[azolidine (2.03 g) as a pale-brown solid. 

(2) The above-mentioned compound (1 .1 0 g) and 1 -(5-cyano-2-pyridyl)piperazine (1 .12 g) were dissolved in 1 -me- 
30 thyl-2-pyn'olidone (20 mL), and the mixture was stirred at 90**C for 1 2 hr. The reaction mixture was added to water 

and the mixture was extracted with ethyl acetate. The extract was concentrated under reduced pressure and the 
residue was purified by column chromatography to give 3-{(2S,4R)-1 -tert-butoxycarbonyi-4-[4-(5-cyano-2-py ridyl)- 

1- plperazinyl]-2-pyrrolidlnylcarbonyl}-1 ,3-thiazolidine (170 mg). 

lH-NI\/IR(CDCl3)51.41(4.5H,s), 1.46(4.5H,s), 2.07-2.20(2H,m), 2.45-2.65(4H,m), 3.00-3.40{4H,m), 3.57-3,79(5H. 
35 m),3.81-4.00(2H,m),4.45-4.83(3H.m), 6.59(1 H,d,J=9.3Hz), 7.61 (1 H,dd,J=9.3,1 .9Hz), 8.40(1 H,d,J=1 .9Hz). 

(3) The above-mentioned compound (1 50 mg) was suspended in tetrahydrofuran (40 mL), and 4 mol/L hydrochloric 
acid-ethyl acetate (40 mL) was added thereto. The mixture was stirred at 55°C for 5 hr. After allowing to coot, the 
precipitated solid was collected by filtration to give the title compound (130 mg) as a white powder. 
iH-NMR(DMSO-d6)S2.26-2.45(1H,m). 2.80-3.00(1 H.m), 3.01-3.27(3H,m), 3.28-3.94(8H,m), 3.95-4.1 5(3H,m), 

40 4.38-4.77(3H,m), 4.84-5.01 (1H,m), 7.12(1H,d,J=9.3Hz), 8.00(1 H,dd,J=9.3,2. 1Hz), 8,58(1 H,d,J=2.1 Hz), 9.22(1H, 

brs). 

Example 215 

45 [0332] Synthesis of 3-{(2S,4S)-4-[4-(3-chloro-5-trifluoromethyl-2-pyridyl)-1-piperazinyl]-2-pyrrolidinylcarbonyl}- 
1 ,3-thiazolidine trihydrochloride 

(1) Piperazine (40 g) was melted by heating at 140**C and 2,3-dlchloro-5-trifluoromethyipyridine (10 g) was added 
thereto. The mixture was stirred at 120°C for 2 hr. Water was added to the reaction mixture and the mixture was 

50 extracted with chlorofonm. The extract was washed with brine, dried and concentrated under reduced pressure to 

give 1-(3-chloro-5-trlfluoromethyi-2-pyridyl)piperazlne (12.8 g) as a brown solid. 

(2) Using the above-mentioned compound (0.956 g) and the title compound (0.901 g) of Reference Example 12, 
and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycariDonyl-4-[4-(3-chloro-5-trifluoromethyl- 

2- pyridyl)-1-piperazinyl]-2-pyrrolidlnylcarbonyl}-1 ,3-thiazolidine (1 .64 g) was obtained as a white solid. 

55 lH-NMR(CDCi3)51.41(4.5H.s), 1.46(4.5H,s). 1.83-1. 98(1 H,m). 2.38-2.50(1 H.m), 2.52-2.70(4H,m), 2.78-3.19(3H, 

m), 3.33(1 H.t,J=1 0.1 H 3.47-4.1 3(7H,m), 4.37-4.81 (3H,m), 7.75(1H,s), 8.38(1H,s). 

(3) The above-mentioned compound (1 .64 g) was dissolved in ethanol (4 mL), and 4.1 mol/L hydrochloric acid- 
ethanol (4 mL) was added thereto. The mixture was stirred at room temperature for 5 days. The precipitated solid 
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was collected by filtration to give the title compound (1 .20 g) as a white powder. 

iH-NMR(DMSO-d6)52.30-2.47(1H,m). 2.92-4.2(1 6H,m), 4.45-4.78(3H,m), 8.31(1H,d.J=1.9Hz), 8.63(1H,d, 
J=1.9Hz),9.15(lH.brs), 10.77(1 H.brs), 12,6(1H.brs). 

5 Example 21 6 

[0333] Synthesis of 3-{(2S,4S)-4-[4-(3-chloro-5-ethoxycarbonyl-2-pyridyl)-1-piperazinyl]-2-pyrrolldlnylcarbonyl}- 
1 ,3-thiazolidine trihydrochloride 

10 (1) 5,6-Dichloronicotinic acid (4.90 g) was dissolved in ethanol (40 mL), and thionyl chloride (2.0 mL) was added 

thereto under ice-cooilng. The mixture was refluxed for 1 .5 hr The reaction mixture was concentrated under re- 
duced pressure, and saturated aqueous sodium hydrogencarbonate solution was added to the residue. The mixture 
was extracted with ethyl acetate. The extract was dried and the solvent was evaporated under reduced pressure. 
The residue was purified by silica gel chromatography to give ethyl 5,6-dichloronicotinate (4.85 g) as a white solid. 

15 (2) Piperazine (1 9.0 g) was melted by heating at 1 40°C and the 'above-mentioned compound (4.80 g) was added 

thereto. The mixture was stirred at ^20^C for 2 hr. Water was added to the reaction mixture and the mixture was 
extracted with chlorofonn. The extract was washed with brine, dried and concentrated under reduced pressure to 
give 1-(3-chloro-5-ethoxycarbonyl-2-pyridyl)piperazine (5.64 g) as a dark brown solid. 

(3) Using the above-mentioned compound (5.1 2 g) and the title compound (4.75 g) of Reference Example 1 2, and 
20 in the same manner as in Example 70 (1 ), 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(3-chloro-5-ethoxycarbonyl-2-py- 

ridyl)-1-piperazlnyl]-2-pyrrolldlnylcarbonyl}-1,3-thlazolidlne (7.53 g) was obtained as a white solid. 
iH-NMR(CDCl3)51.38(3H.t,J=7.1H2), 1.41(4.5H,s), 1 .46(4.5H.s), 1.83-1 .98(1 H.m), 2.38-2.50(1 H,m), 2.53-2.73 
(4H,m), 2.78-3.20(3H,m), 3.33(1 H,t,J=10.3Hz), 3.45-4. 13(7H,m), 4.36(2H,q,J=7.1H2), 4.32-4.78(3H,m), 8.11(1H, 
d,J=1.8Hz), 8.74(1 H,d,J=1.8Hz). 
25 (4) The above-mentioned compound (1 .00 g) was dissolved In dichloroethane (10 mL) and trifluoroacetlc acid (5 

mL) was added thereto. The mixture was stirred at room temperature for 3 hr. The reaction mixture was concen- 
trated under reduced pressure, and the residue was dissolved In ethyl acetate (1 0 mL). 4 mol/L Hydrochloric acid- 
ethyl acetate (2.25 mL) was added thereto, and the mixture was stirred at room temperature for 1 hr. The precip- 
itated solid was collected by filtration to give the title compound (0.82 g) as a white powder. 
30 iH-NMR(DMSO-d6)51.32(3H,t,J=7.1Hz), 2.26-2.40(1 H,m), 2.93-3.1 8(3H,m), 3.25-4.1 5(1 3H,m), 4.32(2H,q, 

J=7.1Hz), 4.4-4.78(3H,m), 8.19(1H,d,J=2.0Hz), 8.73(1 H,d,J=2.0Hz), 9.16(1H,brs), 1 0.78(1 H.brs), 12.5(1H.brs). 

Example 217 

35 [0334] Synthesis of 3-{{2S,4S)-4-[4-(5-carboxy-3-chloro-2-pyridyl)-1 -plperazinyl]-2-pyrrolldinylcarbonyl}-1 ,3-thla2o- 
lidlne trihydrochloride 

(1 ) 3-{(2S,4S)-1 -tert-ButoxycariDonyl-4-[4-(3-chloro-5-ethoxycartDonyl-2-pyridyl)-1 -plperazlnyl]-2-pyrrolldinylcart3- 
onyl}-1 ,3-thlazolidine [product of Example 216 (3), 6.49 g] was dissolved in ethanol (30 mL), and aqueous solution 

40 (30 mL) of lithium hydroxide (0.59 g) was added thereto. The mixture was stirred at room temperature for 19 hr 

and ethanol was evaporated under reduced pressure. The concentrate was washed with ethyl acetate, and 1 mol/ 
L hydrochloric acid was added thereto. The precipitated solid was collected by filtration to give 3-{(2S,4S)-1-tert- 
butoxycarbonyl-4-[4-(5-carboxy-3-chloro-2-pyridyl)-1 -plpera2inyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidlne (2.64 g) 
as a white solid. 

45 iH-NMR(DMSO-d6)61.33(4.5H,s), 1 .41 (4.5H,s), 1 .97-2.15(1 H,m), 2.77-2.87(1 H,m 2.95-4.25(1 5H,m), 4.40-4.76 

(3H,m), 8.16(1H,d,J=2.0H2), 8.71(1H,d.J=2.0Hz), 11.40(1H,brs). 

(2) Using the above-mentioned compound (500 mg), and in the same manner as in Example 216 (4). the title 
compound (437 mg) was obtained as a white powder 

iH-NMR(DMSO-d6)52.27-2.42(1H,m), 2.94-3.1 8(3H,m), 3.2-4.8(1 6H,m), 8.17(1H,d,J=2.0Hz), 8.71(1H,d, 
50 J=2.0Hz). 9. 1 6(1 H,brs), 1 0.95(1 H,brs), 1 2.60(1 H.brs) 

Example 218 

[0335] Synthesis of 3-{(2S,4S)-4-[4-(5-cari3amoyl-3-chloro-2-pyridyO-1 -piperazinyl]-2-pyrrolldlnylcarbonyl}-1 ,3-thia- 
55 zolldlne trihydrochloride 

(1 ) 3-{(2S,4S)-1 -tert-Butoxycarbonyl-4-[4-(5-carboxy-3-chloro-2-pyridyl)-1 -plpera2inyl]-2-pyrroIidinylcari3onyl}- 
1 ,3-thlazolldine [product of Example 217 (1), 2.63 g] and ammonium chloride (0.54 g) were dissolved in DMF (30 
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mL), and N-methylmorpholine (1 .1 mL), HOBT (1 .53 g) and EDC hydrochloride (1 .15 g) were successively added 
thereto. The nnixture was stirred at roonn temperature for 4 hr. The reaction mixture was concentrated under reduced 
pressure, and saturated aqueous sodium hydrogencarbonate solution was added to the residue. The mixture was 
extracted with ethyl acetate. The extract washed with brine and dried. The solvent was evaporated under reduced 
5 pressure to give 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(5-caflDamoyl-3-chloro-2-pyridyl)-1-plpera2inyl]-2iD^ 

inylcarbonyl}-1 .S-thiazolidine (2.50 g) as a white solid. 

^H-NMR(CDCl3)61.41(4.5H,s). 1 .45(4.5H,s), 1 .84-1 .98(1 H,m), 2.39-2.52(1 H,m), 2.53-2.73(4H,m), 2.78-3.1 8(3H. 
m), 3.34(1 H,t,J=10.0H2), 3.45-4. 13(7H,m). 4.38-4.78(3H,m), 5.87(1H,brs), 6.17(1H,brs), 8.07(1 H,d,J=2.0H2), 
8.56(1 H,d.J=2.0Hz). 

10 (2) The above-mentioned compound (683 mg) was dissolved in ethanol (2 mL), and 4.1 mol/L hydrochloric acid- 

ethanol (2 mL) was added thereto. The mixture was stirred at room temperature for 22 hr. The precipitated solid 
was collected by filtration to give the title compound (616 mg) as a white powder. 

iH-NMR(DMSO-d6)62.26-2.42(1H.m), 2.92-4.3(1 6H,m), 4.46-4.78(3H,m), 7.56(1 H.brs). 8.12(1 H.brs), 8.26(1 H, 
8.73(1 H.s), 9.15(1 H.brs), 1 0.83(1 H.brs), 12.52(1 H.brs). 

15 

Example 219 

[0336] Synthesis of 3-{(2S,4S)-4-[4-(3-chloro-5-cyano-2-pyridyl)-1 -plperazinyl]-2-pyrrolidinylcarbonyl}-1 .3-thiazolid- 

ine trihydrochloride 

20 

(1 ) 3-{(2S,4S)-1 -tert-ButoxycarbonyI-4-[4-(5-carbamoyl-3-chloro-2-pyridyl)-1 -piperazinyl]-2-pyrrolidinylcarbonyl}- 
1 ,3-thlazoIldlne [product of Example 21 8 (1 ), 1 000 mg] and imidazole (1 95 mg) were dissolved in pyridine (1 0 mL), 
and phosphorus oxychlorlde (0.35 mL) was added thereto under ice-cooling. The mixture was stirred at room 
temperature for 1 3 hr and saturated aqueous sodium hydrogencarbonate solution was added to the reaction mix- 

25 ture. The mixture was extracted with chlorofomi. The extract was washed with brine, dried and concentrated under 

reduced pressure. The residue was purified by silica gel chromatography to give 3^(2S,4S)-1 -tert-butoxycarbonyl- 
4-[4-(3-chloro-5-cyano-2-2-pyridyl)-1 -piperazinyl]-2-pyrrolidlnylcarbonyl)-1 ,3-thiazolidine (628 mg) as a white sol- 
id. 

lH-NMR(CDCl3)51.41(4.5H,s), 1 .45(4.5H,s), 1.83-1 .98(1 H.m), 2.38-2.70(6H.m), 2.80-3.20(3H,m), 3.33(1H,t, 
30 J=10.0Hz), 3.53-4.1 3(7H,m), 4.37-4. 82(3H.m), 7.73(1 H.d,J=1 .9Hz), 8.37(1 H.d,J=1.9Hz). 

(2) The above-mentioned compound (622 mg) was dissolved in ethyl acetate (1 .5 mL), and 4 mol/L hydrochloric 
acid-ethyl acetate (1 .5 mL) was added thereto. The mixture was stln-ed at room temperature for 1 4 hr. The reaction 
mixture was concentrated under reduced pressure, and saturated aqueous sodium hydrogencarbonate solution 
was added to the residue. The mixture was extracted with chlorofonm. The extract was dried and concentrated 

35 under reduced pressure. The residue was purified by silica gel chromatography to give a white solid. This was 

dissolved in ethyl acetate (6 mL) and 4 mol/L hydrochloric acid-ethyl acetate (0.9 mL) was added thereto. The 
mixture was stirred at room temperature for 1 hr. The precipitated solid was collected by filtration to give the title 
compound (388 mg) as a white powder. 

1 H-NMR(DMSO-d6)62.10-2.26(1H,m). 2.90-4.2(1 6H,m), 4.47-4.78(3H.m), 8.41(1H,d,J=1.9H2), 8.69(1H.d, 
40 J=1.9Hz). 9.13(1H.brs), 10.81(1H,brs), 12.57(1 H,brs). 

Example 220 

[0337] Synthesis of 3-{(2S,4S)-4-[4-(3,5-dichloro-2-pyridyl)-1 -piperazinyl]-2-pyrrolidinyIcarbonyl}-1 ,3-thiazolldinetri- 
45 hydrochloride 

(1) Piperazine (24.0 g) was melted by heating at 140°C and 2,3,5-trich(oropyridine (5.00 g) was added thereto. 
The mixture was stinred at 1 20''C for 2 hr. Water was added to the reaction mixture and the mixture was extracted 
with chlorofomri. The extract was washed with brine, dried and concentrated under reduced pressure to give 

so 1 -(3,5-dlchloro-2-pyrldyl)piperazine (6.43 g) as a brown solid. 

(2) Using the above-mentioned compound (0.832 g) and the title compound (0.901 g) of Reference Example 12, 
and in the same manner as in Example 70(1 ), 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(3,5-dlchloro-2-pyridyl)-1 -pip- 
erazinyl]-2-pyrrolidlnylcarbonyl}-1 ,3-thiazolidine (1 .35 g) was obtained as a white solid. 

1H-NMR(CDCI3)51.41(4.5H,S), 1 .46(4.5H,s), 1.82-1. 98(1 H,m), 2.38-2.50(1 H,m), 2.53-2.73(4H,m), 2.78-3.22(3H, 
55 m), 3.28-3.44(5H,m), 3.62-4.1 4(3H,m). 4.38-4.80(3H,m), 7.59(1 H,d,J=2.2Hz). 8.12(1 H,d,J=2.2H2). 

(3) The above-mentioned compound (1 .34 g) was dissolved in ethanol (3.5 mL), and 4.1 mol/L hydrochloric acid- 
ethanol (3.5 mL) was added thereto. The mixture was stin-ed at room temperature for 15 hr. The precipitated solid 
was collected by filtration to give the title compound (1 .10 g) as a white powder. 
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iH-NMR(DMSO-d6)52.20-2.38(1H,m), 2.90-4.15(1 6H,m), 4.46-4.78(3H,m), 8.15(1H,d,J=2.3Hz), 8.73(1 H.d, 
J=2.3H2), 9.13(1 H.brs). 1 0.84(1 H.brs), 12.55(1 H,brs). 

Example 221 

5 

[0338] Synthesis of 3-{(2S,4S)-4-[4-(3,5-dlchloro-4-pyridyl)-1-pipera2inyl]-2-pyrroltdinylcail3onyl}-1,^ 
hydrochloride 

(1) Using 1-(3,5-dlchloro-4-pyridyl)plperazine (0.766 g) and the title compound (0.901 g) of Reference Example 
10 12, and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(3,5-dlchIoro-4-pyridyl)- 

1 -piperazinyl]-2>pyrroiidinylcarbonyl}-1 ,3-thiazolldine (1 .53 g) was obtained as a white solid. 
iH-NMR(CDCl3)51.41(4.5H,s). 1 .46(4.5H,s), 1.82-1. 98(1 H,m), 2.40-2.52(1 H.m), 2.55-2.72(4H,m), 2.83-3.21(3H, 
m), 3.28-3.45(5H,m), 3.62-4.1 ,4(3H,m), 4.38-4.81 (3H,m), 8.33(2H,s). 

(2) The above-mentioned compound (1.53 g) was dissolved in ethyl acetate (7.5 mL), and 4 mol/L hydrochloric 
IS acid-ethyl acetate (7.5 mL) was added thereto. The mixture was stirred at room temperature for 13 hr. The pre- 
cipitated solid was collected by filtration to give the title compound (1 .64 g) as a white powder. 
iH-NMR(DMSO-d6)S2.27-2.43(1H,m), 2.95-4.2(1 6H.m), 4.45-4.78(3H,m). 8.52(2H,s), 9.14(1H,brs), 10.97(1H, 
brs), 12.6(1 H,brs). 

20 Example 222 

[0339] Synthesis of 3-{(2S,4S)-4-[4-(3-methyl-1 -phenyl-5-pyrazolyl)-1 -piperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thia- 
zolldine tri hydrochloride 

25 (1) 1-tert-Butoxycarbonylplperazlne (5.02 g) was dissolved in DMF (90 mL), and diketene (2.50 mL) was added 

thereto at room temperature. The mixture was stirred for 1 .5 hr and the solvent was evaporated under reduced 
pressure. Water was added to the residue, and the mixture was extracted with ethyt acetate. The extract was 
washed with brine and dried. The solvent was evaporated under reduced pressure to give 1 -acetoacetyl-4-tert- 
butoxycarbonylpiperazine (6.26 g) as a pale-brown powder. 

30 (2) The above-mentioned compound (6.24 g) was dissolved in ethanol (500 mL), and phenylhydrazine (2.27 mL) 

and methanesulfonic acid (350 \iL) were added at room temperature. The mixture was stin-ed for 1 4 hr and pyridine 
(6 mL) was added to the reaction mixture. The solvent was evaporated under reduced pressure and the residue 
was dissolved in pyridine (250 mL). Phosphorus oxychloride (5.0 mL) was added thereto at room temperature and 
the mixture was stirred for 20 hr The solvent was evaporated under reduced pressure, the residue was acidified 

35 with dilute hydrochloric acid to pH 3. The mixture was extracted with ethyl acetate. The extract was washed suc- 

cessively with saturated aqueous sodium hydrogencarbonate solution and brine and dried. The solvent was evap- 
orated under reduced pressure and the residue was purified by silica gel chromatography to give 1 -teit-butoxy- 
carbonyl-4-(3-methyl-1-phenyl-5-pyra2olyl)piperazine (935 mg) as an oil. 

(3) The above-mentioned compound (935 mg) was dissolved in dichloromethane (10 mL), and trifiuoroacetic acid 
40 (5 mL) was added thereto at room temperature. The mixture was stirred for 1 .5 hr. The solvent was evaporated 

under reduced pressure, and water (50 mL) was added to the residue. The mixture was washed with diethyl ether. 

The aqueous layer was basified with aqueous sodium hydrogen carbonate solution, and the mixture was extracted 

with chloroform. The extract was dried, and evaporated under reduced pressure to give 1-(3-methyl-1-phenyl- 

5-pyrazolyl)pipera2ine (584 mg) as a brown powder. 
45 (4) Using the above-mentioned compound (584 mg) and the title compound (604 mg) of Reference Example 12, 

and in the same manner as in Example 70 (1), 3-{{2S,4S)-1-tert-butoxycarbonyl-4-[4-(3-methyl-1-phenyl-5-pyra- 

zolyl)-1-piperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (846 mg) was obtained as a pale-yellow powder. 

(5) Using the above-mentioned compound (844 mg), and in the same manner as in Example 133 (2), the title 

compound (751 mg) was obtained as a white solid. 
so iH-NMR(500MHz,DMSO-d6)82.17(3H,s), 2.1 8-2.38(1 H.m), 2,90-4.10(1 6H,m), 4.46-4.74(3H.m), 5.93(1H,s) 7.31 

(1H,m). 7.47(2H,m), 7.79(2H,m), 9.09(1 H.brs), 10.91 (1H,brs), 12.40(1 H.brs). 

Example 223 

55 [0340] Synthesis of 3-{(2S,4S)-4-[4-(1 -tert-butyl-3-methyl-5-pyrazolyl)-1 -pipera2inyl]-2-pyrrolidinylcarbonyl}-1 ,3-thl- 
azolidine trihydrochloride 

(1) 1-Acetoacetyl-4-tert-butoxycarbonylpipera2ine [product of Example 222 (1), 3.92 g] was dissolved in ethanol 
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(300 mL), and tert-butylhydrazine hydrochloride (1 .81 g) and molecular sieves 3A (10 g) were added thereto at 
roonn temperature. The mixture was stirred for 15 hr. The reaction mixture was filtrated and the filtrate was con- 
centrated under reduced pressure. The residue was dissolved in pyridine (200 mL), and phosphorus oxychlorlde 
(3.0 mL) was added thereto at room temperature. The mixture was stirred for 24 hr. The reaction mixture was 
5 concentrated under reduced pressure, the residue was acidified with dilute hydrochloric acid to pH 3. The mixture 

was extracted with ethyl acetate. The extract was washed successively with saturated aqueous sodium hydrogen- 
carisonate solution and brine and dried. The solvent was evaporated under reduced pressure and the residue was 
purified by silica gel chromatography to give 1 -tert-butoxycarbonyl-4-(1 -tert-butyl-3-methyl-5-pyrazolyl)piperazine 
(886 mg) as an oil. 

10 (2) Using the above-mentioned compound (880 mg), and in the same manner as in Example 222 (3), 1 -(3-methyl- 

1- tert-butyl-5-pyrazolyl)plperazine (607 mg) was obtained as a pale-yellow powder. 

(3) Using the above-mentioned compound (0.607 g) and the title compound (0.781 g) of Reference Example 12, 
and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(3-methyl-1-tert-butyl-5-pyra- 
zoiyl)-1-piperazinyl]-2-pyrrolldinylcarbonyl}-1 ,3-thiazolldine (1 .17 g) was obtained as a white powder. 

15 (4) Using the above-mentioned compound (1.17 g), and in the same manner as in Example 133 (2), the title 

compound (0.902 g) was obtained as a white solid. 

^H-NMR(500MH2,DMSO-d6)61 .56(9H,s), 2.09(3H,s), 2.27-2.47(1 H,m), 2.90-4.20(1 6H,m), 4.48-4.78(3H,m), 6.00 
(1H,s). 9.12(1H,brs). 11.12(1H,brs), 1 2.49(1 H,brs). 

20 Example 224 

[0341] Synthesis of 3-{(2S,4S)-4-[4-(1-phenyl-2-imlda2olyl)-1-plperazinyl]-2-pyrrolidinylcart5onyl}-1 ,3-thlazolidine 
trihydrochloride 

25 (1)1 -Benzyloxycarbonylpiperazine (5.00 g) was dissolved in acetone (50 mL), and phenyl isothiocyanate (2.9 mL) 

was added thereto under ice-cooling. The mixture was stirred at room temperature for 1 hr The precipitated solid 
was collected by filtration to give 1 -(anilinocariD0thioyl)-4-(benzyloxycariDonyl)piperazine (5.08 g) as a white pow- 
der. 

(2) The above-mentioned compound (5.07 g) was dissolved in methanol (100 mL) and dichloromethane (20 mL), 
30 methyl iodide (1 .4 mL) were added thereto. The mixture was stirred at room temperature for 17 hr. The reaction 

mixture was concentrated under reduced pressure, and saturated aqueous sodium hydrogencarbonate solution 
was added to the residue. The mixture was extracted with dichloromethane, and the extract was washed with 
brine, dried and concentrated under reduced pressure to give 1-benzyloxycartDonyl-4-[(methylthlo)phenyllminome- 
thyljpiperazine (5.71 g) as a slightly yellow oil. 
35 (3) The above-mentioned compound (3.00 g) and aminoacetaldehyde dimethyl acetal (1 .8 mL) were dissolved In 

pyridine (15 ml), and the mixture was stirred at 1 00°C for 2 days with heating. The reaction mixture was concen- 
trated under reduced pressure, and saturated aqueous sodium hydrogencarbonate solution was added to the 
residue. The mixture was extracted with chlorofomi and the extract was washed with brine, dried and concentrated 
under reduced pressure. The residue was dissolved in 2 mol/L hydrochloric acid (30 mL), and heated at lOO^'C 
40 for2 hr. Saturated aqueous sodium hydrogencariJonate solution was added to the reaction mixture, and the mixture 
was extracted with chlorofonm. The extract was washed with brine, dried and concentrated under reduced pressure. 
The residue was purified by silica gel chromatography to give 1-benzyloxycari3onyl-4-(1-phenyl-2-imidazolyl)pip- 
erazlne (1 .16 g) as a brown oil. 

(4) The above-mentioned compound (1 .16 g) was dissolved In methanol (30 mL). The solution was stirred in the 
45 presence of 1 0% palladium/cariDon (232 mg) under a hydrogen atomosphere (1 atm) at room temperature for 20 

hr. The reaction mixture was filtrated and the filtrate was concentrated under reduced pressure to give 1 -(1 -phenyl- 

2- imidazolyl)piperazine (0.742 g) as a white solid. 

(5) Using the above-mentioned compound (0.740 g) and the title compound (0.901 g) of Reference Example 12, 
and in the same manner as in Example 70 (1 ), 3-{(2S,4S)-1 -tert-butoxycariDonyl-4-[4-(1 -phenyl-2-imida2olyl)-1 -pip- 

50 erazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (1 .30 g) was obtained as a white solid. 

iH-NMR(CDCl3)51.39(4.5H,s), 1 .44(4.5H,s), 1 .75-1 .92(1 H,m), 2.36-2. 57(5H,m). 2.74-2.89(1 H.m), 2.93-3.1 7(6H, 
m), 3.25(1 H,t.J=10.0H2), 3.60-4.08(3H.m), 4.34-4.77(3H.m), 6.83-6.88(2H.m), 7.34(1 H,t.J=7.1 Hz). 7.43-7.54(4H, 
m). 

(6) The above-mentioned compound (1 .30 g) was dissolved in ethanol (3 mL), and 4.1 mol/L hydrochloric acid- 
55 ethanol (3 mL) was added thereto. The mixture was stirred at room temperature for 18 hr. The precipitated solid 

was collected by filtration to give the title compound (1 .15 g) as a white powder. 

lH-NMR(DMSO-d6)52.10-2.26(1H,m), 2.83-4.05(1 6H,m), 4.43-4.77(3H.m), 7.48(1 H,d,J=2.3H2), 7.53(1H,d, 
J=2.3Hz), 7.54-7.72(5H,m), 9.07(1 H.brs), 1 0.98(1 H,brs). 
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Example 225 

[0342] Synthesis of 3-{(2S,4S)-4-[4-(5-methyl-1 -phenyl-2-imldazolyl)-1 -piperazinyl]-2-pyrrolidjnylcarbonyl}-1 ,3-thia- 
zolidine trihydrochtoride 

5 

(1) 1-Benzyloxycarbonyl-4-[(methylthio)phenylimlnomethyl]piperazine [product of Example 224 (2), 2.70 g] and 
propargylamine (2.3 mL) were dissolved in 1-butanol (25 mL), and p-tolijenesulfonic acid monohydrate (156 mg) 
was added thereto. The mixture was refluxed for 20 hr. The reaction mixture was concentrated under reduced 
pressure, and saturated aqueous sodium hydrogencarbonate solution was added to the residue. The mixture was 

10 extracted with chloroform, and the extract was washed with brine, dried and concentrated under reduced pressure. 

The residue was purified by silica gel chromatography to give 1 -benzyloxycarbonyl-4-(5-methyl-1 -phenyl-2-imida- 
zolyl)plperazlne (1 .82 g) as a brown oil. 

(2) Using the above-mentioned compound (1.16 g), and in the same manner as in Example 224 (4), 1 -(5-methyl- 
1-phenyl-2-imidazolyl)piperazine (1 .23 g) was obtained as a brown solid. 

15 (3) Using the above-mentioned compound (0.800 g) and the title compound (0.901 g) of Reference Example 12, 

and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(5-methyl-1-phenyl-2-imida- 
zolyl)-1-piperazinyl]*2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (1 .20 g) was obtained as a white solid. 
1 H-NMR(CDCl3)51.38(4.5H.s). 1 .43(4.5H.s). 1.75-1. 88(1 H,m). 1.99{3H,s), 2,28-2.46(5H,m), 2.68-2.83(1 H,m). 
2.90-3.1 6(6H,m), 3.22(1 H.t.J=1 0.1 Hz). 3.57-4.07(3H,m), 4.32-4.75(3H,m), 6.57(1 H,s), 7.27-7.53(5H,m). 

20 (4) The above-mentioned compound (1 .19 g) was dissolved in ethanol (3 mL), and 4.1 mol/L hydrochloric acid- 

ethanol (3 mL) was added thereto. The mixture was stirred at room temperature for 13 hr. The precipitated solid 
was collected by filtration to give the title compound (0.913 g) as a white powder. 

iH-NI\/IR(DMSO-d6)52.00-2.18(1H,m). 2.79-3.93(1 6H.m), 4.42-4.76(3H,m), 7.23(1H,s), 7.58-7. 72(5H,m). 9.02 
(IH.brs), 1 0.86(1 H,brs), 14.01 (IH.brs). 

25 

Example 226 

[0343] Synthesis of 3-{(2S,4S)-4-[4-(4-phenyl-2-thiazoIyl)-1 -piperazinyl]-2-pyn'olidinylcarbonyl}-1 ,3-thiazolidine-tri- 
hydrochloride 

30 

(1) Phenacyl bromide (4 g) was dissolved in acetonitrile (30 mL), and sodium thiocyanate (1.8 g) was added at 
room temperature with stirring. The reaction mixture was concentrated under reduced pressure, and brine was 
added to the residue. The mixture was extracted with ethyl acetate. The extract was dried, and the solvent was 
evaporated under reduced pressure to give 2-isocyanatoacetophenone (3.53 g) as white crystals. 

35 (2) Piperazine (3.8 g) was dissolved in ethanol (40 mL), and a solution of the above-mentioned compound (3.53 

g) in ethyl acetate (10 mL) was added thereto. The mixture was heated at 70°C for 1 hr. The reaction mixture was 
concentrated under reduced pressure, and brine was added to the residue.' The mixture was extracted with ethyl 
acetate, and the extract was dried and concentrated under reduced pressure. The residue was purified by silica 
gel chromatography to give 4-phenyl-2-(1 -piperazinyl)thlazole (2.38 g) as a yellow oil. 

40 (3) Using the above-mentioned compound (0.810 g) and the title compound (0.901 g) of Reference Example 12, 

and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(4-phenyl-2-thiazolyl)-1-pip- 
erazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (1 .59 g) was obtained as a pale-yellow solid. 
1H-NMR(CDCI3)81.41(4.5H,S), 1 ,46(4.5H,s), 1.84-1. 98(1 H.m), 2,40-2.72(5H,m), 2.80-3. 18(3H,m), 3.34(1 H.t, 
J=9.9Hz), 3.49-4.15(7H,m), 4.38-4.80(3H,m), 6.78(1H,s), 7.26-7.46(13H,m), 7.83(2H,d,J=7.1Hz). 

45 (4) The above-mentioned compound (1 .59 g) was dissolved in ethanol (6 mL), and 4.1 mol/L hydrochloric acid- 

ethanol (6 mL) was added thereto. The mixture was stirred at room temperature for 12 hr. The precipitated solid 
was collected by filtration to give the title compound (1 .41 g) as a pale-brown powder. 

lH-NMR(DMSO-d6)S2.27-2.42(1H,m),2.95-3.18(3H,m),3.37-4.18(16H,m),4.47-4.78(3H.m),7.30(1H,t,J=7.3Hz), 
7.37-7.45(3H,s). 7.87(2H,d,J=7.1Hz), 9.17(1H,brs), 1 0.93(1 H.brs). 

so 

Example 227 

[0344] Synthesis of 3-((2S,4S)-4-{4-[4-(4-cyanophenyl)-2-thiazolyl]-1 -piperazinyl}-2-pyrrolidinylcarbonyl)-1 ,3-thia- 
zolidine trihydrochlorlde 

55 

(1 ) 4-Acetylbenzonitrile (4.35 g) was dissolved In chlorofomn (40 mL), and a solution of bromine (1.7 mL) in chlo- 
roform (10 mL) was added dropwise. The mixture was stirred at room temperature. The reaction mixture was 
washed with saturated aqueous sodium hydrogencarbonate solution, dried and concentrated under reduced pres- 
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sure. The residue was dissolved In acetonitrile (40 mL), and sodium thiocyanate (2.4 g) was added thereto. The 
mixture was stirred at room temperature and concentrated under reduced pressure. Brine was added to the residue, 
and the mixture was extracted with ethyl acetate. The extract was dried and the solvent was evaporated under 
reduced pressure. The residue was purified by silica gel chromatography to give 4'(2-isocyanatoacetyl)benzonltrile 
5 (4.39 g) as yellow crystals. 

(2) The above-mentioned compound (4.39 g) and piperazine (4.15 g) were dissolved in ethanol (70 mL), and the 
mixture was stirred at 80°C for 1 hr with heating. The reaction mixture was concentrated under reduced pressure, 
and brine was added to the residue. The mixture was extracted with ethyl acetate. The extract was dried and 
concentrated under reduced pressure. The residue was purified by silica gel chromatography to give 1 -[4-(4-cyan- 

10 ophenyl)-2-thia2olyl]plperazine (1 .83 g) as a yellow solid. 

(3) Using the above-mentioned compound (0.892 g) and the title compound (0.901 g) of Reference Example 12, 
and In the same manner as in Example 70 (1),3-((2S,4S)-1-tert-butoxycarbonyl-4-{4-[4-(4-cyanophenyl)-2-thia- 
20lyl]-1 -piperazlnyl}-2-pyrrolidlnylcarbonyl)-1 ,3-thla2olidlne (1 .40 g) was obtained as a brown solid. 
lH-NMR(CDCl3)51.41(4.5H,s), 1 .46(4.5H.s), 1.83-1. 98(1 H,m), 2.38-2.75(5H,m), 2.82-3.22(3H.m). 3.34(1 H.t, 

15 J=9.9Hz), 3.48-4.1 5(7H,m), 4.38-4.81 (3H,m), 6.93(1 H,S), 7.65(2H,d,J=8,3Hz), 8.34(2H,d,J=8.3Hz). 

(4) The above-mentioned compound (1 .39 g) was dissolved in ethyl acetate (3 mL), and 4 mol/L hydrochloric acid- 
ethyl acetate (6 mL) was added thereto. The mixture was stirred at room temperature for 4 days. The precipitated 
solid was collected by filtration to give the title compound (1 .23 g) as a pale-yellow powder. 
^H-NMR(DMSO-d6)82.24-2.38(1H,m), 2.94-3.1 8(3H,m), 3.35-4.14(1 6H,m), 4.46-4.78(3H.m), 7.73(1H,s), 7.87 

20 (2H,d,J=8.5Hz). 8.07(2H,d,J=8.5H2), 9.16(1H,brs), 1 0.83(1 H.brs). 

Example 228 

[0345] Synthesis of 3-{(2S,4S)-4-[4-(1 -phenyl-1 H-tetrazol-5-yl)-1 -piperazlnyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolid- 
25 ine trihydrochlorlde 

(1 ) Using 5-chloro-1 -phenyl-1 H-tetrazol (2.1 0 g) and piperazine (1 0.0 g), and reaction at 1 00°C In the same manner 
as in Example 196 (1), 1-(1-phenyl-1H-tetrazoI-5-yl)piperazine (2.67 g) was obtained as a pale-yellow powder. 

(2) Using the above-mentioned compound (0.59 g) and the title compound (0.696 g) of Reference Example 12, 
30 and In the same manner as In Example 70 (1 ), 3-{(2S,4S)-1 -teft-butoxycarbonyl-4-[4-(1 -phenyl-1 H-tetrazol-5-yl)- 

1-piperazlnyl]-2-pyrrolldlnylcarbonyl}-1 ,3-thiazolidine (1 .1 9 g) was obtained as a white powder. 

(3) Using the above-mentioned compound (1.19 g), and in the same manner as in Example 133 (2), the title 
compound (0.863 g) was obtained as a white powder. 

iH-NMR(SOOMHz,DMSO-d6)§2.02-2.22(1H,m), 2.80-3.95(1 6H,m), 4.45-4.73(3H,m), 7.57-7.73(5H,m), 9.04(1 H, 
35 brs), 10.61(1H,brs). 

Example 229 

[0346] Synthesis of 3-{(2S,4S)-4-[4-(1 -cyclohexyl-1 H-tetrazol-5-yl)-1 -piperazlnyl]-2-pyn'olidinylcarbonyl)-1 .S-thiazo- 
40 lidine trihydrochloride 

(1 ) 1 -Benzyloxycarbonylplperazine (2.07 g) was dissolved In dichloromethane (50 mL), and cyclohexyl Isocyanate 
(1 .20 mL) was added thereto at room temperature. The mixture was stinted for 1 hr. The solvent was evaporated 
under reduced pressure, and the residue was dissolved in tetrahydrofuran (100 mL). Phosphorus oxychloride (8.8 

45 mL) was added thereto, and the mixture was refluxed for 18 hr. The reaction mixture was concentrated under 

reduced pressure, and a 0.5 mol/L solution of triazole In acetonitrile (100 mL) was added to the residue. The 
mixture was stinred at room temperature for 3 hr. The solvent was evaporated under reduced pressure, and satu- 
rated aqueous sodium hydrogencarbonate solution was added to the residue. The mixture was extracted with ethyl 
acetate, and the extract was washed with brine and dried. The solvent was distilled away under reduced pressure, 

so and the residue was dissolved in methanol (1 00 mL). An aqueous solution (20 mL) of sodium azide (6.50 g) was 

added thereto. The mixture was stirred at 70''C for 3 hr and the reaction mixture was concentrated under reduced 
pressure. Water was added to the residue, and the mixture was extracted with ethyl acetate. The extract was 
washed with brine and dried. The solvent was evaporated under reduced pressure and the residue was purified 
by silica gel chromatography to give 1 -benzyloxycarbonyl-4-(1 -cyclohexyl-1 H-tetrazol-5-yl)piperazlne (390 mg) as 

55 a white powder. 

(2) The above-mentioned compound (388 mg) was dissolved in ethanol (10 mL) and ethyl acetate (10 mL). The 
mixture was stirred in the presence of 10% palladium/carbon (140 mg) under a hydrogen atomosphere (1 atm) for 
2 hr. The reaction mixture was filtrated and the filtrate was concentrated under reduced pressure to give 1 -(1 -cy- 
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clohexyl-1H-tetrazol-5-yI)piperazine (248 mg) as a white powder. 

(3) Using the above-mentioned compound (248 mg) and the title compound (290 mg) of Reference Example 12, 
and In the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(1-cyclohexyl-1H-tetrazol- 
5-yl)-1-piperazinyl]-2>pyrrolldinylcarbonyl}-1,3-thlazoildlne (502 mg) was obtained as a white powder. 

5 (4) Using the above-mentioned compound (502 mg), and in the same manner as in Example 133 (2), the title 

compound (302 mg) was obtained as a white powder. 

lH-NMR(500MHz,DMSO-d6)61 .20-1 .34(1 H,m), 1 .40-1 .50(2H,m), 1 .64-1 .88(5H,m), 1.97-2.03(2H,m), 2.12-2.32 
(1H,m), 2,90-4.05(1 6H,m), 4.25(1 H,m), 4.48-4.75(3H.m), 9.10(1H,brs). 1 0.67(1 H.brs). 

10 Example 230 

[0347] Synthesis of 3-{(2S,4S)-4-[4-(2-benzlmidazo!yl)-1-piperazlnyl]-2-pyn'olldinylcarbonyl}-1,3-thiazolldine dlhy- 
drochloride 

IS (1) Using 2-chlorobenzlmidazole (0.500 g) and piperazine (8.47 g), and in the same manner as in Example 189 

(1) , 1 -(2-benzlmidazolyl)piperazine (0.086 g) was obtained as a white powder. 

(2) Using the above-mentioned compound (86 mg) of Reference Example 12 and the title compound (128 mg), 
and in the same manner as in Example 70 (1), 3-{(2S,4S)-4-[4-(2-benzimidazoly!)-1 -piperazlnyl]-1 -tert-butoxycar- 
bonyl-2-pyrrolidinylcarbonyl}-1 ,3-thjazolldine (203 mg) was obtained as a white solid. 

20 (3) Using the above-mentioned compound (203 mg), and In the same manner as In Example 186 (2), the title 

compound (94 mg) was obtained as a white powder. 

iH-NMR(DI\/ISO-d6)51 .72-2-1 6(1 H.m), 2.65-4.30(1 6H,m), 4.40-4.80(3H.m), 7.18-7.33(2H,m). 7.36-7.51 (2H.m), 
8.95(1 H.brs), 9.70(1 H.brs), 1 0.50(1 H.brs), 13.71(2H,brs). 

25 Example 231 

[0348] Synthesis of 3-{(2S,4S)-4-[4-(5-cyano-2-benzimidazolyl)-1 -piperazinyll-2-pyrrolldinylcarbonyl}-1 ,3-thiazolid- 
Ine trihydrochloride 

30 (1) 4-Amino-3-nitrobenzonitrile (25 g) was dissolved In methanol (200 mL) and tetrahydrofuran (200 mL). The 

mixture was stirred in the presence of 10% palladium/carbon (3.0 g) under a hydrogen atomosphere (1 atm) for 
20 hr. The reaction mixture was filtrated and the filtrate was concentrated under reduced pressure to give 3,4-di- 
aminobenzonitrile (20 g) as a charcoal brown solid. 

(2) The above-mentioned compound (2.60 g) was dissolved in DMF (20 mL) and pyridine (2 mL), and a solution 
35 of triphosgene (2.1 2 g) in tetrahydrofuran (20 mL) was added dropwise under Ice-cooling. The mixture was stinted 

at room temperature for 18 hr. Dilute hydrochloric acid was added to the reaction mixture, and the mixture was 
extracted with ethyl acetate. The extract was washed with brine and dried. The solvent was evaporated under 
reduced pressure and ethyl acetate was added to the residue. The precipitated solid was collected by filtration to 
give 2-hydroxybenzimidazo(e-5-carbonitrile (896 mg) as a purple solid. 
40 (3) The above-mentioned compound (894 mg) was dissolved in phosphorus oxychloride (12 mL), and the solution 

was refluxed for 3 hr. The reaction mixture was added to ice, and extracted with ethyl acetate. The extract was 
washed with brine, dried and concentrated under reduced pressure. The residue was purified by silica gel chro- 
matography to give 2-chlorobenzimidazole-5-carbonltrlle (322 mg) as a white powder. 

(4) The product (345 mg) of Example 199 (3) was dissolved in N-methyl-2-pyrrolidone (6 mL), and the above- 
45 mentioned compound (182 mg) and N,N-dlisopropylethylamine (180 \iL) were added thereto. The mixture was 

stirred at lOO^C for 17 hr. The reaction mixture was added to water, and the mixture was extracted with ethyl 
acetate. The extract was washed with brine, dried and concentrated under reduced pressure. The residue was 
purified by HPLC to give 3-{(2S,4S)-1-benzyloxycarbonyl-4-[4-(5-cyano-2-benzlmldazolyl)-1-piperazinyl]-2-pyrro- 
lidinylcarbonyl}-1 ,3-thiazolidine (250 mg) as a white solid. 
50 (5) Using the above-mentioned compound (200 mg), and in the same manner as in Example 199 (5), the title 

compound (50 mg) was obtained as a white powder. 

iH-NMR(500MHz,DMSO-d6)61 .89-2.09(1 H,m), 2.78-4.20(1 6H.m), 4.47-4.82(3H.m), 7.51(1H,d,J=8.2Hz). 7.61 
(1H,d.J=8.2Hz), 7.81 (1H,s), 8.97(1 H.brs). 1 0.28(1 H.brs). 

55 Example 232 

[0349] Synthesis of 3-{(2S,4S)-4-[4-(5-trifluoromethyl-2-benzimidazoIyl)-1-piperazlnyl]-2-pyrrolidinylcarbonyl}- 
1 ,3-thiazolidine trihydrobromide 
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(1) Using 4-trlfluoromethyl-2-nitroaniline (25.0 g), and in the same manner as in Example 231 (1),4-trifiuoromethyl- 
1 ,2-phenylenediamine (21 .3 g) was obtained as a wliite solid. 

(2) Using the above-mentioned compound (10.2 g) and in the same manner as in Example 231 (2), the reaction 
mixture was added to water. The precipitated solid was collected by filtration to give 5-trifluoromethyl-2-hydroxy- 

5 benzlmldazole (3.28 g) as a white solid. 

(3) Using the above-mentioned compound (3.27 g), and in the same manner as In Example 231 (3), 2-chloro- 
S-trifluoromethylbenzimidazoie (2.48 g) was obtained as a white powder. 

(4) Using the above-mentioned compound (226 mg) and the product (345 mg) of Example 1 99 (3), and in the same 
manner as in Example 231 (4), 3-{(2S,4S)-1-ben2yloxycarbonyl-4-[4-(5-trifluoromethyl-2-benzlmida2olyl)-1-piper- 

10 azlnyl]-2-pyrrolidinylcarbonyl)-1 ,3-thiazolldlne (1 92 mg) was obtained as a white solid. 

(5) 30% Hydrogen bromide-acetic acid solution (10 mL) was added 

to the above-mentioned compound (190 mg), and the mixture was stirred at room temperature for 6 hr. Diethyl 
ether was added to the reaction mixture, and the precipitated solid was collected by filtration and washed with 
ethanol. The title compound (101 mg) was obtained as a white powder. 
15 iH-NMR(500MHz.DMSO-d6)51 .761 .96(1 H,m), 2.75-4.80(1 6H.m), 4.46-4.74(3H,m), 7.60(2H,s), 7.67(1H,s), 8.96 

(IH.brs). 9.59(1 H.brs), 1 3.02(1 H.brs). 

Example 233 

20 [0350] Synthesis of 3-{(2S,4S)-4-[4-(5-fluoro-2-benzimidazolyl)-1-piperazinyi]-2-pyrrolidlnylcart>onyl)-1 ,3-thiazolid- 
ine trihydrobromide 

(1) Using 4-fluoro-2-nitroanlline (25.0 g), and in the same manner as in Example 231 (1), 4-f!uoro-1 ,2-phenylen- 
edlamine (20.1 g) was obtained as a charcoal brown solid. 
25 (2) Using the above-mentioned compound (10.0 g), and in the same manner as In Example 231 (2), the reaction 

mixture was added to water. The precipitated solid was collected by filtration to give 5-ftuoro-2-hydroxybenz imi- 
dazole (2.14 g) as a brown solid. 

(3) Using the above-mentioned compound (2.13 g), and in the same manner as in Example 231 (3), 2-chloro- 
5-fiuorobenzlmidazole (1 .44 g) was obtained as a brown solid. 
30 (4) Using the above-mentioned compound (1 74 mg) and the product (345 mg) of Example 1 99 (3), and in the same 

manner as in Example 231 (4), 3-{(2S,4S)-1-benzyloxycarbonyl-4-[4-(5-fluoro-2-benzimida2olyl)-1-piperazrnyl]- 
2-pyrrolidinylcarbonyl)-1,3-thiazolidine (66 mg) was obtained as a white solid. 

(5) Using the above-mentioned compound (66 mg), and in the same manner as in Example 232 (5), the title com- 
pound (20 mg) was obtained as a white powder. 
35 1 H-NMR(500MHz.DMSO-d6)51. 77-1. 97(1 H,m), 2.88-4.20(1 6H,m), 4.46-4.76(3H,m), 7. 12-7.1 6(1 H,m>, 7.32(1H, 

dd.J=8.5,2.2Hz). 7.44(1 H.dd,J=8.7.4.6Hz). 8.97(1H,brs 9.61 (IH.brs), 13.16(1 H.brs). 

Example 234 

40 [0351] Synthesis of 3-{(2S,4S)-4-[4-(5-chloro-2-ben2imidazolyl)-1 -piperazinyl]-2-pyrrolidlnylcarbonyl}-1 ,3-thiazolid- 
ine trihydrobromide 

(1) 2-Chlorobenzimidazole (1 .05 g) was dissolved in DMF (1 0 mL), and N-chlorosuccinimide (1 .01 g) was added 
thereto. The mixture was stin'ed at 60°C for 30 min and the reaction mixture was added to water. The precipitated 

45 solid was collected by filtration to give 2,5-dichlorobenzimidazole (0.480 g) as a white solid. 

(2) Using the above-mentioned compound (191 mg) and the product (345 mg) of Example 1 99 (3), and in the same 
manner as in Example 231 (4), 3-{(2S,4S)-1-benzyloxycarbonyl-4-[4-(5-chloro-2-benzimidazoIyl)-1-piperazinyl]- 
2-pyrrotidinylcarbonyl}-1 ,3-thiazolidine (122 mg) was obtained as a paie-yellow solid. 

(3) Using the above-mentioned compound (110 mg), and In the same manner as in Example 232 (5), the title 
50 compound (56 mg) was obtained as a white powder. 

1 H-NMR(500IVIHz.DMSO-d6)51 .76-1 .96(1 H.m), 2.70-4.87(1 6H.m), 4.46-4.74(3H,m), 7.32(1 H,dd,J=8.5.1.7Hz). 
7.44(1 H,d,J=8.5Hz), 7.48(1 H,d,J=1.7Hz). 8.96(1H.brs), 9.59(1H,brs 13.1 5(1 H.brs). 

Example 235 

55 

[0352] Synthesis of 3-{(2S,4S)-4-[4-(5-nitro-2-benzimidazolyl)-1 -plperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thlazolldine 
trihydrochloride 
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(1) Using 4-nitro-1,2-pheny]enediamine (9.12 g), and in the same manner as in Example 231 (2), the reaction 
mixture was added to water. The precipitated solid was collected by filtration to give 5-nitro-2-hydroxyxisoben2im- 
idazole (5.69 g) as an yellow solid. 

(2) Using the above-mentioned compound (5.69 g), and in the same manner as in Example 231 (3). 2-chloro- 
5 5-nitroben2imidazole (2.41 g) was obtained as a yellow solid. 

(3) Using the above-mentioned compound (1 .00 g) and piperazine (4.70 g), and by a reaction at 1 00°C in the same 
manner as in Example 196 (1), 1-(5-nitro-2-benzimldazolyl)pjperazine (0.16 g) was obtained as an orange solid. 

(4) Using the above-mentioned compound (160 mg) and the title compound (162 mg) of Reference Example 12, 
and In the same manner as in Example 70 (1), 3-{{2S,4S)-1-tert-butoxycarbonyl-4-[4-(5-nitro-2-benzimidazolyl)- 

10 1 -piperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (1 72 mg) was obtained as a yellow solid, 

(5) Using the above-mentioned compound (172 mg), and in the same manner as in Example 133 (2), the title 
compound (138 mg) was obtained as a yellow powder. 

iH-NMR(500MHz,DMSO-d6)52.08-2.24(1H,m), 2.78-4.03(1 6H.m), 4.48-4.75(3H,m), 7-52(2H,d,J=8.6H2), 8.11 
(2H.dd,J=8.6,2.0Hz), 8.12(1 H,d,J=2.0Hz). 9.06(1 H,brs), 10.59(1 H,brs). 

15 

Example 236 

[0353] Synthesis of 3-{(2S,4S)-4-[4-(1 -methyl-2-benzimidazolyl)-1 -piperazinyl]-2-pyrrolidiny!carbonyl}-1 ,3-thiazolid- 
ine trihydrochloride 

20 

(1) Sodium hydride (contained by 60%, 0.288 g) was suspended in DMF (10 mL), and 2-chlorobenzimidazole (1 
g) was added thereto. The mixture was stin-ed at room temperature for 30 min and methyl Iodide (0.61 mL) was 
added thereto. After stirring at room temperature for 1 hr, water was added to the reaction mixture. The mixture 
was extracted with ethyl acetate, and the extract was washed with brine and concentrated under reduced pressure 

25 to give 2-chloro-1 -methylbenzlmidazole (0.928 g) as a white powder. 

(2) Using the above-mentioned compound (0.928 g) and piperazine (9.60 g), and in the same manner as in Example 
189 (1), 1-(1-methyi-2-benzimidazolyl)piperazine (1 .18 g) was obtained as a pale-yellow solid. 

(3) Using the above-mentioned compound (476 mg) and the title compound (601 mg) of Reference Example 12, 
and in the same manner as in Example 70 (1 ), 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(1 -methyl-2-benzimidazolyl)- 

30 1 -p|perazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (947 mg) was obtained as a white solid. 

(4) Using the above-mentioned compound (857 mg), and in the same manner* as in Example 186 (2), the title 
compound (532 mg) was obtained as a white powder. 

1 H-NMR(DMSO-d6)62.1 9-2.38(1 H.m), 2.89-3.20(3H,m), 3.30-4.30(1 3H,m). 3.79(3H,s), 4.42-4.85(3H.m), 
7.34-7.47(2H,m), 7.53-7.63(1 H.m), 7.64-7.76(1 H,m), 9.15(1 H,brs), 11.08{1H,brs). 

35 

Example 237 

[0354] Synthesis of 3-{(2S,4S)-4-[4-(5-trif luoromethyl-1 -methyl-2-benzimida20lyl)-1 -piperazinyl]-2-pyrrolldinylcarb- 
onyl}-1 ,3-thiazolidine trihydrochloride 

40 

(1 ) 4-Fluoro-3-nitrobenzotrif luoride (25 g) was dissolved in ethanol (50 mL), and 30% methylamine-ethanol solution 
(97.9 g) was gradually added dropwise under Ice-cooling, and the mixture was stirred at room temperature for 40 
min. The reaction mixture was added to water, and the precipitated solid was collected by filtration to give 4-meth- 
ylamino-3-nitrobenzotrifluoride (25.5 g) as yellow crystals. 
45 (2) Using the above-mentioned compound (25.3 g), and in the same manner as in Example 231 (1 ), 4-trif luorome- 

thyl-NI-methyl-1,2-phenylenediamine (21 .9 g) was obtained as a pale-yellow solid. 

(3) The above-mentioned compound (21.9 g) was subjected to the reaction in the same manner as in Example 
231 (2), and water was added to the reaction mixture. The precipitated solid was collected by filtration to give 
5-trifluoromethyl-2-hydroxy-1 -methylbenzlmidazole (23.8 g) as a white solid. 
so (4) Using the above-mentioned compound (10.1 g), and in the same manner as in Example 231 (3), 2-chloro- 

5-trifluoromethyl-1 -methylbenzlmidazole (10.5 g) was obtained as a white solid. 

(5) Using the above-mentioned compound (5.07 g) and piperazine (1 8.6 g), and by a reaction at 1 0O^C in the same 
manner as in Example 196 (1), 1-(5-trifluoromethyl-1-methyl-2-benzlmidazolyl)pipera2ine (4.87 g) was obtained 
as a white solid. 

55 (6) Using the above-mentioned compound (485 mg) and the title compound (51 8 mg) of Reference Example 12, 

and in the same manner as In Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(5-trifluoromethyl-1-methyl- 
2-benzimida2olyl)-1 -piperazinyl]-2-pyrroIidinylcarbonyl}-1 ,3-thiazolidine (978 mg) was obtained as a white powder. 
(7) Using the above-mentioned compound (978 mg), and in the same manner as in Example 133 (2), the title 
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compound (483 mg) was obtained as a white powder. 

iH-NMR(500MHz,DMSO-d6)62.23-2.43(1H,m), 2.97-4.15(16H,m), 3.76(3H,s). 4.49-4.77(3H,m), 7.61(1H,d, 
J=8.4Hz), 7.74(1 H.d,J=8.4Hz), 7.80(1 H,s), 9.14(1H,brs), 1 0.94(1 H.brs). 

5 Example 238 

[0355] Synthesis of 3-{(2S,4S)-4-[4-(5-fluoro-1 -methyl-2-benzlmldazofyl)-1 •piperazinyl]-2-pyrroltdlnylcarbonyl}- 
1 ,3-thiazolidine trihydrochloride 

10 (1) Using 2,5-difluoronitrobenzene (25.4 g), and in the same manner as in Example 237 (1), 5-fluoro-2-(methylaml- 

no)nltrobenzene (27.2 g) was obtained as an orange solid. 

(2) Using the above-mentioned compound (27.2 g), and in the same manner as In Example231 (1 ), 4-fluoro-N1 -me- 
thyl-1 ,2-phenylenediamlne (20.9 g) was obtained as an orange solid. 

(3) Using the above-mentioned compound (18.1 g), and in the same manner as in Example 231 (2), 5-fluoro- 
15 2-hydroxy-1 -methylbenzimidazole (0.682 g) was obtained as a pale-yellow solid. 

(4) Using the above-mentioned compound (675 mg), and in the same manner as in Example 231 (3), 2-chloro- 
5-fluoro-1 -methylbenzimidazole (647 mg) was obtained as a white solid. 

(5) Using the above-mentioned compound (0.633 g) and piperazine (3.2 g), and by a reaction at 1 0O^^C in the same 
manner as in Example 1 96 (1 ), 1 -(6-fluoro-1 -methyl-2-benzimidazolyl)piperazine (0.77 g) was obtained/as a pale- 

20 yellow solid. 

(6) Using the above-mentioned compound (0.76 g) and the title compound (0.80 g) of Reference Example 1 2, and 
in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(5-fluoro-1-methyl-2-benzimida- 
zolyl)-1-pipera2inyl]-2-pyrrolidinyIcarbonyl}-1 ,3-thia2olidine (1.40 g) was obtained as a white powder 

(7) Using the above-mentioned compound (1.40 g), and in the same manner as in Example 133 (2), the title 
25 compound (0.676 g) was obtained as a white powder. 

1 H-NMR(500MHz,DMSO-d6)52.20-2.40(1H,m>, 2.85-4.14(16H,m), 3.76(3H,s). 4.49-4.76(3H,m), 7.23(1H,m), 
7.38(1 H,dd,J=8.6,2.1 Hz), 7.65(1 H,dd,J=8.7,4.3Hz), 9.13(1H,brs), 11 .03(1 H,brs). 

Example 239 

30 

[0356] Synthesis of 3-{(2S,4S)-4-[4-(5-cyano-2-benzoxazolyl)-1 -plperazinyl]-2-pyrrolidinyIcarbonyl}-1 ,3-thlazolidlne 

di hydrochloride 

(1) 3-Amlno-4-cyanophenol (6.71 g) was dissolved in pyridine (1 00 mL), and potassium ethylxanthate (8.82 g) was 
35 added thereto. The mixture was refluxed for 2 hr. After allowing to cool, iced water (200 mL) was added to the 

reaction mixture, and cone, hydrochloric acid (40 mL) was added thereto. The precipitated solid was collected by 
filtration to give 5-cyano-2-mescaptobenzoxazole (5.62 g) as a gray powder. 

(2) The above-mentioned compound (5 g) and two drops of DM F were added to thionyl chloride (20 mL), and the 
mixture was refluxed for 1 hr. The reaction mixture was concentrated under reduced pressure to give 2-chloro- 

40 5-cyanobenzoxazole (5.06 g). 

(3) Piperazine (4.29 g) was dissolved in DMF (40 mL), and the above-mentioned compound (2.96 g) was added 
thereto. The mixture was stirred at room temperature for 3 hr. The reaction mixture was added to water, and the 
mixture was extracted with chlorofonn. 1 mol/L Hydrochloric acid was added to the extract, and the aqueous layer 
was separated. Aqueous sodium hydroxide solution was added thereto, and the mixture was extracted with chlo- 

45 roform. The extract was concentrated under reduced pressure to give 1-(5-cyano-2-benzoxazolyl)piperazine 

(0.933 g) as a pale-yellow powder. 

(4) Using the above-mentioned compound (502 mg) and the title compound (601 mg) of Reference Example 12, 
and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(5-cyano-2-benzoxazolyl)- 
1-piperazinyl]-2-pyrrolidinylcartDonyl}-1 ,3-thiazolidine (428 mg) was obtained as a white powder 

50 (5) The above-mentioned compound (424 mg) was dissolved in chlorofonn (1 0 mL), and 5 mol/L hydrochloric acid- 

ethyl acetate (5 mL) was added thereto. The mixture was stirred at room temperature for 18 hr and the reaction 
mixture was concentrated under reduced pressure. The residue was washed with ethanol to give the title compound 
(302 mg) as a white powder. 

iH-NMR(DMSO-d6)51 .94-2.26(1 H,m), 2.80-3.00(1 H.m), 3.00-4.30(15H,m), 4.45-4.78(3H,m), 7.56(1 H,dd, 
55 J=8.4,1.8Hz). 7.66(1 H,d,J=8.4Hz), 7.83(1 H,d,J=1.5Hz). 9.05(1 H.brs), 1 0.43(1 H.brs). 
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Example 240 

[0357] Synthesis of 3-{{2S,4S)-4-[4-(5-cyano-2-ben2othlazolyl)-1 -plperazlnyl]-2-pyrrolidjnylcarbonyl}-1 ,3-thiazolid- 
ine dihydrochloride 

5 

(1) 2-Bromo-5-nitroaniIine (10 g) was dissolved in N-methyl-2-pyrrolidone (50 mL), and potassium ethylxanthate 
(14.8 g) was added tliereto. The mixture was stirred at 1 40*^0 with heating. The reaction mixture was concentrated 
under reduced pressure, and water (300 mL) and cone, hydrochloric acid (1 0 mL) were added to the residue. The 
precipitated solid was collected by filtration, which was then dissolved in 1 mol/L aqueous sodium hydroxide solution 

10 (80 mL). After washing with chlorofomn, 1 mol/L hydrochloric acid was added thereto, and the precipitated solid 

was collected by filtration to give 2-mercapto-5-nitrobenzothiazole (8.43 g) as an orange powder. 

(2) Sodium hydride (contained by 60%, 1 .05 g) was suspended in DMF (50 mL) and the above-mentioned com- 
pound (8.43 g) was added thereto under Ice-cooling. After the mixture was stirred for 30 min, methyl iodide (2.72 
mL) was added thereto under ice-cooling. The mixture was stirred at room temperature for 2 hr. The reaction 

IS mixture was added to water, and the mixture was extracted with ethyl acetate (insoluble material was removed by 

filtration). The extract was washed successively with water and brine and concentrated under reduced pressure 
to give 2-methylthio-5-nitrobenzothiazole (4.82 g) as a pale-brown powder. 

(3) The above-mentioned compound (3.33 g) was dissolved in ethanol (70 mL), and chloride dihydrate (II) (14.0 
g) was added thereto. The mixture was refluxed for 1 hr. The reaction mixture was concentrated under reduced 

20 pressure, and saturated aqueous sodium hydrogen carbon ate solution was added to the residue. The mixture was 

extracted with chlorofomn (insoluble material was filtered off). The extract was washed with brine and concentrated 
under reduced pressure to give 5-amino-2-methylthiobenzothiazole (2.54 g) as a red-orange solid. 

(4) The above-mentioned compound (2.54 g) was suspended in water (40 mL) and cone, hydrochloric acid (3.75 
mL) was added thereto under ice-cooling. Thereto was added dropwise a solution of sodium nitrite (1 .00 g) in 

25 water.(10 mL) under Ice-cooling. After stirring the reaction mixture for 20 min, 5% aqueous potassium carbonate 

solution (20 mL) was added dropwise under ice-cooling. This reaction mixture was added dropwise under ice- 
cooling to a solution of copper cyanide (2.35 g) and potassium cyanide (3.44 g) in water (40 mL) prepared sepa- 
rately. After stirring under ice-cooling for 1 hr, the mixture was stirred at 50°C for 1 0 min with heating. The reaction 
mixture was added to water (50 mL), and the mixture was extracted with ethyl acetate (insoluble material was 

30 filtered off). The extract was washed with brine, and concentrated under reduced pressure to give 5-cyano-2-meth- 

ylthiobenzothiazole (1.96 g). 

(5) Using the above-mentioned compound (0.645 g) and piperazine (8.08 g), and in the same manner as in Example 
189 (1), 1-(5-cyano-2-benzothia2olyl)piperazine (0.601 g) was obtained as a brown solid. 

(6) Using the above-mentioned compound (601 mg) and the title compound (601 mg) of Reference Example 12, 
35 and in the same manner as in Example 70 (1 ), 3-{(2S,4S)-1 -tert-butoxycari3onyl-4-[4-(5-cyano-2-benzothiazolyl)- 

1-piperazinyl]-2-pyrrolidinylcarbonyl}-1,3-thiazolidine (649 mg) was obtained as a pale-orange powder. 

(7) Using the above-mentioned compound (649 mg), and in the same manner as in Example 239 (5), the title 
compound (500 mg) was obtained as a white powder. 

iH-NMR(DMSO-d6)52.04-2.28(1 H,m), 2.82-3.00(1 H,m), 3.00-4.30(1 5H,m), 4.43-4.80(3H,m), 7.53(1 H.dd, 
40 J=8,2,1.5Hz), 7.93(1 H.d,J=1.5Hz), 8.07(1 H,d,J=8.2Hz), 9.08(1 H,brs), 10.51(1H,brs). 

Example 241 

[0358] Synthesis of 3-{(2S,4S)-4-[4-(6-cyano-2-ben2othia2olyl)-1-piperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thlazotld- 
45 ine dihydrochloride 

(1) Sodium hydride (containing by 60%, 6.15 g) was suspended in DMF (120 mL) and 2-mercapto-6-nitrobenzo- 
thiazole (20 g) was added thereto under ice-cooling. After completion of bubbling, methyl iodide (26.4 mL) was 
added thereto. The mixture was stirred at room temperature for 1 8 hr. Water (800 mL) was added to the reaction 

so mixture, and the precipitated solid was collected by filtration to give 2-methylthio-6-nitrobenzothiazole (21 .2 g) as 

a pale-yellow powder. 

(2) Using the above-mentioned compound (1 0 g) and tin(ll) chloride (41 .9 g), and in the same manner as in Example 
240 (3), 6-amino-2-methylthiobenzothiazole (7.75 g) was obtained as a white solid. 

(3) Using the above-mentioned compound (2.59 g), sodium nitrite (1 .00 g), copper cyanide (2.35 g) and potassium 
S5 cyanide (3.44 g), and in the same manner as in Example 240 (4), 6-cyano-2-mercaptobenzothiazole (2.22 g) was 

obtained as a brown solid. 

(4) Using the above-mentioned compound (2.04 g) and piperazine (8.82 g), and in the same manner as in Example 
189 (1), 1-(6-cyano-2-berizothiazolyl)piperazine (2.02 mg) was obtained as a brown-reddish solid. 
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(5) Using the above-mentioned compound (538 mg) and the title compound (601 mg) of Reference Example 12, 
and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(6-cyano-2-ben20thiazolyl)- 
1-plperazlnyl]-2-pyrrolldinylcarbonyl}-1,3-thiazolldine (526 mg) was obtained as an orange powder. 

(6) Using the above-mentioned compound (526 mg), and in the same manner as in Example 239 (5), the title 
5 compound (394 mg) was obtained as a white powder. 

iH-NMR(DMSO-d6)a2,00-2.30{1H,m), 2.80-3.00(1 H,m), 3,00-4.30(15H,m), 4.42-4.80(3H,m), 7.59(1 H.d. 
J=8.4H2). 7.72(1 H.dd,J=8.1. 1.6Hz), 8.39(1 H,d,J=1 .5Hz), 9.06(1 H.brs), 1 0.58(1 H.brs). 

Example 242 

10 

[0359] Synthesis of 3-{(2S,4S)-4-[4-(6-trofluoromethyl-2-benzothiazolyl)-1-plperazlnyl]-2-pyrrolidinylcarbonyl)- 
1 ,3-thlazolidine dihydrochloride 

(1) 4-Amino-3-bromobenzotrifluoride (2.40 g) was dissolved In N-methyl-2-pyrrolidone (10 mL), and potassium 
'5 ethylxanthate (3.52 g) was added thereto. The mixture was stirred at 1 60°C for 3 hr with heating. Water (300 mL) 

was added to the reaction mixture, and the mixture was extracted with ethyl acetate. The extract was washed 
successively with water and brine, and concentrated under reduced pressure to give 6-trifluoromethyl-2-mercap- 
tobenzothiazole (607 mg) as an orange powder. 

(2) Using the above-mentioned compound (607 mg), sodium hydride (containing by 60%, 155 mg) and methyl 
20 iodide (241 mL), and in the same manner as In Example 236 (1 ), 6-trifluoromethyl-2-methylthloben2othia2ole (665 

mg) was obtained as a brown solid. 

(3) Using the above-mentioned compound (0.665 g) and piperazine (1 1 .5 g), and in the same manner as in Example 
189 (1), 1-(6-trifluoromethylbenzothiazolyl)piperazine (0.56 g) was obtained as a white powder. 

(4) Using the above-mentioned compound (560 mg) and the title compound (532 mg) of Reference Example 12, 
25 and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(6-trifluoromethyl-2-benzo- 

thtazolyl)-1-piperazinyl]-2-pyrrolidinylcarbonyl)-1 ,3-thiazolidlne (477 mg) was obtained as a white powder. 

(5) Using the above-mentioned compound (477 mg), and in the same manner as in Example 186 (2), the title 
compound (403 mg) was obtained as a white powder. 

^H-NMR(DMSO-d6)52.05-2.33(1H,m), 2.79-3.00(1 H.m), 3.00-3.29(2H,m), 3.29-4.30(1 3H,m). 4.45-4.80(3H,m), 
30 7.58-7.70(2H,m), 8.34(1 H,s), 9.10(1H,brs), 1 0.72(1 H.brs). 

Example 243 

[0360] Synthesis of 3-{(2S,4S)-4-[4-(6-methoxy-2-benzothia2olyl)-1 -piperazinyl]-2-pyrrolidinylcarbonyl)}-1 ,3-thiazo- 
35 lidine tri hydrochloride 

(1) Using 2-chloro-6-methoxybenzothiazole (1 g) and piperazine (8.63 g), and in the same manner as in Example 
189 (1), 1-(6-methoxybenzothiazolyl)piperazine (1.22 g) was obtained as a pale-brown powder. 

(5) Using the above-mentioned compound (549 mg) and the title compound (601 mg) of Reference Example 12, 
40 and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(6-methoxy-2-benzothia- 

zolyl)-1-piperazinyl]-2-pyrrolidinylcarbonyi}-1 ,3-thiazolidine (420 mg) was obtained as a white powder. 

(6) Using the above-mentioned compound (420 mg), and in the same manner as in Example 186 (2). the title 
compound (393 mg) was obtained as a white powder. 

^H-NMR(DMSO-d6)52.22-2.41(1H.m), 2.90-3.20(3H,m), 3.25-4.20(1 3H,m), 3.77(3H,s), 4.42-4.81 (3H,m). 6.96 
45 (1 H,dd,J=8.9,2.6Hz), 7.47(1 H,d,J=8.8Hz), 7.50(1 H,d.J=2.6Hz). 

Example 244 

[0361 ] Synthesis of 3-{(2S,4S)-4-[4-(6-isopropoxy-2-benzothlazolyl)-1 -piperazlnyl]-2-pyrrolldlnylcarbonyl}-1 ,3-thla- 
50 zolidine trihydrochloride 

(1) 4-lsopropoxyaniline (24.2 g) was dissolved in acetic acid (300 mL), and a mixture of bromine (8.25 mL) and 
acetic acid (80 mL) was added dropwise. After stirring at room temperature for 2 hr. the reaction mixture was 
concentrated under reduced pressure. Water was added to residue, and the mixture was extracted with diethyl- 

S5 ether. The extract was washed successively with aqueous sodium thiosulfate solution and brine, and concentrated 

under reduced pressure. The residue was purified by silica gel chromatography to give 2-bromo-4-lsopropoxy- 
aniline (10.2 g) as a black brown oil. 

(2) The above-mentioned compound (10.2 g) was dissolved in N-methyl-2-pyrrolidone (50 mL), and potassium 
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ethylxanthate (14.2 g) was added thereto. The mixture was stirred at MO^C for 6 hr with heating. The reaction 
mixture was concentrated under reduced pressure, and 1 mol/L aqueous sodium hydroxide solution (50 mL) was 
added to the residue. The mixture was washed with chloroform, and cone, hydrochloric acid (30 mL) was added 
thereto. The mixture was extracted with chlorofonn. The extract was concentrated under reduced pressure to give 
5 6-isopropoxy-2-mercaptobenzothia2ole (12.6 g) as a black brown oil. 

(3) The above-mentioned compound (11 .6 g) and 2 drops of DMF were added to thionyl chloride (30 mL), and the 
mixture was stirred at room temperature for 1 8 hr. The reaction mixture was concentrated under reduced pressure, 
and saturated aqueous sodium hydrogencarbonate solution was added to the residue. The mixture was extracted 
with chlorofonn. The extract was concentrated under reduced pressure and the residue was purified by silica gel 

10 chromatography to give 2-chloro-6-isopropoxybenzothla2ole (9.37 g) as a black oil. 

(4) Using the above-mentioned compound (9.37 g) and piperazlne (35.4 g), and in the same manner as in Example 
189 (1), 1-(6-isopropoxy-2-benzothlazolyl)plpera2ine (2.8 g) was obtained as a black powder 

(5) Using the above-mentioned compound (1.25 g) and the title compound (0.901 g) of Reference Example 12, 
and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycart3onyl-4-[4-(6HSopropoxy-2-ben2othia- 

15 zolyl)-1 -piperazinyl]-2-pyrroIidjnylcarbonyI}-1 ,3-thiazolidine (0.993 g) was obtained as a pale-brown powder. 

(6) Using the above-mentioned compound (933 mg), and in the same manner as in Example 186 (2), the title 
compound (749 mg) was obtained as a white powder. 

lH-NMR(DMSO-d6)51.26(6H,d,J=6.0Hz), 2.20-2.40(1 H,m), 2.90-3.20(3H,m), 3.28-4.1 2(1 4H,m), 4.39-4.80(3H, 
m), 6.92(1 H,dd,J=8.8,2.6Hz), 7.44(1 H,d,J=8.8Hz), 7.48(1 H,d,J=:2.6Hz), 9.18(1H,brs), 10.90(1 H.brs). 

20 

Example 245 

[0382] Synthesis of 3-{(2S,4S)-4-[4-(5-nltro-2-ben2othia2olyl)-1 -piperazlnyl]-2-pyrrolldlnylcari3onyl)-1 ,3-thla2olidine 
dihydrochloride 

25 

(1 ) Using 2-methylthio-5-nitrobenzothiazole [product of Example 240 (2), 1 .5 g] and piperazine (1 1 .4 g), and in the 
same manner as in Example 189 (1), 1-(5-nitro-2-benzothiazolyl)piperazine (1.55 g) was Obtained as a yellow 
powder. 

(2) Using the above-mentioned compound (581 mg) and the title compound (601 mg) of Reference Example 12, 
30 and in the same manner as In Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(5-nitro-2-benzothiazolyt)- 

1-piperazinyl]-2-pyrrolidinylcarbonyl)-1,3-thiazolldine (507 mg) was obtained as a yellow powder. 

(3) Using the above-mentioned compound (507 mg), and in the same manner as in Example 186 (2), the title 
compound (243 mg) was obtained as a yellow powder. 

^H-NMR(DMSO-d6)52.00-2.22(1 H.m), 2.79-3.00(1 H,m), 3.00-4.30(15H.m), 4.42-4.80(3H,m), 7.98(1 H.dd, 
35 J=8.7,2.2Hz), 8.13(1H,d,J=8.7Hz), 8.21 (1H,d,J=2.2Hz), 9.05(1 H,brs), 1 0.40(1 H,brs). 

Example 246 

[0363] Synthesis of 3-{(2S,4S)-4-[4-(6-nitro-2-benzothiazoIyl)-1 -piperazinyl]-2-pyrrolidlnylcarbonyl)-1 ,3-thla2olidine 
40 dihydrochloride 

(1 ) Cone, sulfuric acid (50 mL) was added to 2-chIorobenzothiazole (1 0 g) under ice-cooling, and cone, nitric acid 
(5 mL) was added dropwise under ice-cooling. The mixture was stinted under ice-cooling for 1 hr, and iced water 
(600 mL) was added to the reaction mixture. The precipitated solid was collected by filtration, which was then 

45 recrystallized from acetone to give 2-chloro-6-nitrobenzothiazole (6.36 g) as a pale-yellow powder. 

(2) Using the above-mentioned compound (6.36 g) and piperazine (25.8 g), and in the same manner as in Example 
189 (1), 1-(6-nitro-2-benzothiazolyl)piperazine (1 .84 g) was obtained as a yellow powder. 

(3) Using the above-mentioned compound (581 mg) and the title compound (601 mg) of Reference Example 12. 
and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(6-nitro-2-benzothia2olyl)- 

so 1-piperazinyl]-2-pyrrolidinylcarbonyl}-1 .3-thiazolldine (664 mg) was obtained as a yellow powder. 

(4) Using the above-mentioned compound (588 mg), and In the same manner as In Example 186 (2), the title 
compound (495 mg) was obtained as a yellow powder. 

iH-NMR(DIVISO-d6)52.00-2.26(1 H,m), 2.83-3.00(1 H,m), 3.01 -4.30(15H,m), 4.43-4.80(3H,m), 7-60(1 H,d. 
J=9.0Hz), 8.19(1H,dd,J=9.0,2.4Hz), 8.89(1 H,d.J=2.4Hz) 9.16(1H,brs), 10.46(1H,brs). 

55 

Example 247 

[0364] Synthesis of 3-{(2S,4S)-4-[4-(6-fluoro-2-benzothlazolyl)-1-piperazinyl]-2-pyrrolldinylcartDonyl}-1 ,3-thiazolid- 
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. ine dihydrochloride 

(1) Using 2-bromo-4-fluoroanillne (25 g) and potassium ethylxanthate (42.2 g), and in the sanne manner as in 
Example 244 (2), 6-fiuoro-2-mercaptoben2othiazole (1 .01 g) was obtained as a white powder. 

(2) Using the above-mentioned compound (1 .01 g), sodium hydride (containing by 60%, 0.24 g), and methyl iodide 
(373 mL), and in the same manner as In Example 236 (1), 6-fluoro-2-methylthlobenzothiazole (0.928 g) was ob- 
tained as a pale-yellow solid. 

(3) Usi ng the above-mentioned compound (0.928 g) and piperazine (8.02 g), and In the same manner as in Example 
189 (1), 1-(6'fIuoro-2-benzothlazotyl)piperazlne (0.627 g) was obtained as a pale-yellow oil. 

(4) Using the above-mentioned compound (627 mg) and the title compound (601 mg) of Reference Example 12, 
and In the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(6-fluoro-2-benzothlazolyl)- 
1-piperazinyl]-2-pyn'o(ldlnylcarbonyl}-1 ,3-thlazolldlne (535 mg) was obtained as a white powder. 

(5) Using the above-mentioned compound (535 mg), and in the same manner as In Example 186 (2), the title 
compound (441 mg) was obtained as a white powder. 

lH-MMR(DMSO-d6)52.05-2.38(1H,m),2.82-4.30(16H,m),4.42-4.80(3H,m>, 7.1 7(1 H,td,J=9.0,2.7Hz), 7.52(1 H.dd, 
J=9.0,4.8Hz), 7,79(1 H,dd,J=8.7,2.7Hz). 9.09(1 H.brs), 1 0.72(1 H.brs). 

Example 248 

[0365] Synthesis of 3-{(2S.4S)-4-[4-(5-chloro-2-benzothiazolyl)-1 -piperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolid- 
ine trihydrochloride 

(1) Using 5-chloro-2-mercaptobenzothiazole (25 g), sodium hydride (containing by 60%, 5.45 g) and methyl iodide 
(8.49 mL), and In the same manner as in Example 241 (1), 5-chloro-2-methylthiobenzothiazole (26.7 g) was ob- 
tained as a white powder. 

(2) Using the above-mentioned compound (1 0.8 g) and piperazine (43.1 g), and in the same manner as In Example 
189 (1), 1-(6-chloro-2-benzothlazolyl)piperazine (10.9 g) was obtained as a white powder. 

(3) Using the above-mentioned compound (558 mg) and the title compound (601 mg) of Reference Example 12, 
and In the same manner as in Example 70 (1 ), 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(5-chloro-2-benzothlazolyl)- 
1-plperazlnyl]-2-pyrrolldlnylcarbonyl}-1 ,3-thlazolldine (834 mg) was obtained as a white powder. 

(4) Using the above-mentioned compound (834 mg), and In the same manner as In Example 186 (2), the title 
compound (735 mg) was obtained as a white powder. 

iH-NMR(DMSO-d6)52.20-2.40(1H,m), 2.89-3.20(3H.m), 3.23-3.60(4H,m), 3.60-4.85(1 2H,m). 7.18(1H.dd. 
J=8.4,2.1Hz). 7.56(1 H,d,J=2.1 Hz), 7.88(1 H,d,J=8.4Hz), 9.15(1H,brs). 10.86(1 H.brs). 

Example 249 

[0366] Synthesis of 3-{(2S,4S)-4-[4-(6-chloro-2-benzothlazolyl)-1 -piperazlnyl]-2-pyrrolidinylcarbonyl}-1 ,3-thla20lld- 
ine trihydrochloride 

(1) Using 2,6-dichlorobenzothiazole (1 g) and piperazine (8.44 g), and in the same manner as in Example 189 (1), 
1-(6-chloro-2-benzothiazolyl)plperazine (1 .24 g) was obtained as a pale-brown solid . 

(2) Using the above-mentioned compound (558 mg) and the titie compound (601 mg) of Reference Example 12, 
and in the same manner as in Example 70 (1 ), 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(6-chloro-2-benzothia2olyl)- 
1-plperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (740 mg) was obtained as a white powder. 

(3) Using the above-mentioned compound (647 mg), and In the same manner as In Example 186 (2), the title 
compound (603 mg) was obtained as a white powder. 

lH-NMR(DMSO-d6)52.22-2.42(1 H.m), 2.90-3.21 (3H,m). 3.30-4.20(1 3H,m), 4.43-4.81 (3H,m), 7.36(1 H.dd, 
J=8.5,2.2Hz), 7.52(1 H.d,J=8.5Hz). 8.01(1H,d,J=2.2Hz), 9.25(1 H.brs), 11,1 0(1 H.brs). 

Example 250 

[0367] Synthesis of 3-{(2S,4S)-4-[4-(1 -methyl-1 H-indazol-3-yl)-1 -piperazinyl]-2-pyn'olidinylcarbonyl}-1 ,3-thlazolld- 
ine trihydrochloride 

(1 ) Using 1 -(1 -methyl-1 H-lndazol-3-yl)plperazlne (0.71 4 g) and the title compound (0 .901 g) of Reference Example 
12, and in the same manner as in Example 70 (1), 3-{(2S,4S)-1 -tert-butoxycarbonyI-4-[4-(1 -methyl-1 H-indazol- 
3-yl)-1-plperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolldine (1 ,37 g) was obtained as a pale-yellow solid. 
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1H-NMR(CDCI3)61 .41(4.5H,s), 1 .46(4.5H.s), 1.85-2.00(1H,m), 2.42-2.55(1 H,m), 2.62-2.80(4H,m), 2.83-3,22(3H, 
m).3.35{1H,t,J=10.1H2),340-3.52(4H,m),3.63-4.14(6H,m),4.39-4.81(3H,m),7.01^ 7.23-7.38(2H, 
m), 7.67(1 H.d,J=8.2Hz). 

(2) The above-mentioned compound (1 .36 g) was dissolved in ethanot (3.5 mL), and 4.1 mol/L hydrochloric acid- 
5 ethanol (3.5 mL) was added thereto. The mixture was stirred at room temperature for 15 hr. The reaction mixture 

was concentrated under reduced pressure, and the obtained crystal was recrystallized from ethanol to give the 
title compound (0.985 g) as a white powder 

iH-NMR(DMSO-d6)52.30-2.42(1H,m), 2.95-3. 17(3H,m), 3.2-4.2(1 6H,m), 4.46-4.78(3H.m), 7.02-7.08(1 H,m), 
7.35-7.42(1 H.m), 7.51 (1H,d,J=8.6Hz), 7.81 (1H,d,J=8.2Hz), 9.17(1H.brs), 1 0.86(1 H.brs), 1 2.40(1 H,brs). 

10 

Example 251 

[0368] Synthesis of 3-{(2S,4S)-4-[4-(1 -phenyl-1 H-indazol-3-yl)-1 -plperazinyl]-2-pyn^olidinylcarbonyl}-1 ,3-thla2olld- 

Ine trihydrochloride 

15 

(1) Using 1 -(1 -phenyl-1 H-indazol-3-yl)pipera2ine (0.91 8 g) and the title compound (0.901 g) of Reference Example 
12, and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycart)onyl-4-[4-(1 -phenyl-1 H-indazol- 
3-yl)-1 -piperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (1 .23 g) was obtained as a white solid. 
lH-NMR(CDCl3)51.41(4.5H,s), 1 .47(4.5H.s), 1 .88-2.04(1 H,m), 2.45-2.57(1 H.m), 2.66-3.1 8(7H,m), 3.38(1 H,t, 

20 J=9.9Hz), 3.50-4. 15(7H.m). 4.39-4.80(3H.m), 7.11(1H,t,J=7.5Hz), 7.24-7.32(1 H.m), 7.40(1 H,t,J=7.6Hz), 7.49(2H, 

t,J=7.5Hz), 7.66-7.78(4H,m). 

(2) The above-mentioned compound (1 .22 g) was dissolved in ethanol (3 mL), and 4.1 mol/L hydrochloric acid- 
ethanol (6 mL) was added thereto. The mixture was stirred at room temperature for 14 hr. The precipitated solid 
was collected by filtration to give the title compound (0.823 g) as a white powder. 

25 lH-NMR(DMSO-d6)52.30-2.46(1H,m),2.96-3.18(3H,m),3.3-4.2(13H,m),4.46-4.79(3H,m),7.17-7.25(1H,m),7.33 
(1H,t,J=7.4Hz), 7.46-7.58(3H,m), 7.74(2H,d.J=7.6Hz), 7.81(1H,d,J=8.6Hz), 7.98(1 H,d,J=8.2Hz). 9.18(1H,brs), 
10.94(1 H.brs), 12.50(1 H,brs). 

Example 252 

30 

[0369] Synthesis of 3-{(2S,4S)-4-[4-(3-benz[d]lsoxazolyl)-1-piperazinyl]-2-pyrrolidinylcari3onyl}-1,3-thiazolid)ne tri- 
hydrochloride 

(1) Hydroxylammonium hydrochloride (15 g) was dissolved in 1 0% aqueous sodium hydroxide solution (220 mL), 
35 and a solution of ethyl salicylate (24 g) in 1 ,4-djoxane (70 mL) was gradually added, and the mixture was stirred 

at room temperature for 5 hr. The reaction mixture was concentrated until the amount thereof became almost the 
half, and acidified with cone, hydrochloric acid. The precipitated solid was collected by filtration, which was then 
recrystallized from methanol to give salicylhydroxamic acid (12 g) as white crystals. 

(2) The above-mentioned compound (12 g) was suspended in tetrahydrofuran (30 mL) and thionyl chloride (13 
40 mL) was added thereto. The mixture was stirred at room temperature for 1 hr. The reaction mixture was concen- 
trated under reduced pressure, and the residue was dissolved in 1 ,4-dioxane (30 mL). To this solution was gradually 
added triethylamine (33 mL), and the mixture was stirred at room temperature for 2 hr. The reaction mixture was 
acidified with cone, hydrochloric acid, extracted with toluene. The extract was washed successively with water and 
brine, dried and concentrated under reduced pressure. The residue was washed with diisopropyl ether to give 

45 3-hydroxybenz[d]isoxazole (3.7 g) as a pale-brown powder. 

(3) Pyridine (1 .2 mL) and phosphorus oxychloride (2.1 mL) were added to the above-mentioned compound (2.0 
g), and the mixture was stinted at 125^0 for 5 hr. Ice was added to the reaction mixture, and the mixture was 
extracted with chloroform. The extract was washed with water, dried and concentrated under reduced pressure to 
give3-chlorobenz[d]isoxazole (1.7 g) as a brown solid. 

so (4) Using the above-mentioned compound (1 .7 g) and piperazine (7.6 g). and in the same manner as in Example 

189 (1), 4-(3-benz[d]isoxazolyl)piperazine (0.944 g) was obtained as a gray powder. 

(5) Using the title compound (0.900 g) of Reference Example 12 and the above-mentioned compound (0.734 g), 
and in the same manner as in Example 70 (1), 3-{(2S,4S)-4-[4-(3-benz[d]isoxazolyl)-1-piperazinyl]-1-tert-butoxy- 
carbonyl-2-pyrrolidinyicarbonyl}-1 ,3-thiazolidine (1.5 g) was obtained as a white solid. 
55 (6) Using the above-mentioned compound (1 .0 g), and in the same manner as in Example 70 (2), the title compound 

(0.978 g) was obtained as a white powder. 

^H-NMR(DMSO-d6)52.1 9-2.35(1 H,m). 2.90-3.1 6(3H,m), 3.25-3.55(4H,m), 3.60-4.1 5(1 OH.m). 4.47-4.75(4H,m), 
7.06-7.1 2(1 H,m), 7.1 8-7.23(1 H,m), 7.36(1 H,d.J=7.5Hz), 7.46(1 H.d,J=7,8Hz), 9.13(1H,brs), 10.86(1H,brs) 
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Example 253 

[0370] Synthesis of 3^(28, 4S)-4-[4-(5<:yano-3-ben2[d]isoxazolyl)-l-pipera2inyll-2-pyiTolidinylcaitonyO .S-thiazo- 
lidine trihydrochloride 

5 

(1) Methyl salicylate (149 g) was dissolved in acetic acid (900 mL), and bromine (50 mL) was added thereto. The 
nnlxture was stirred at room temperature for 21 hr. Water (10 L) was added to the reaction mixture, and the pre- 
cipitated solid was collected by filtration, which was then recrystaiiized from methanol to give methyl 5-bromosal- 
icylate (175 g) as white crystals. 
10 (2) Using the above-mentioned compound (30 g), and in the same manner as in Example 262 (1), 5-bromosaII- 

cylhydroxamic acid (24 g) was obtained as white crystals. 

(3) Using the above-mentioned compound (10 g), and in the same manner as in Example 252 (2). 5-bromo-3-hy- 
droxybenz[d]isoxazole (8.6 g) was obtained as a white powder 

(4) Using the above-mentioned compound (8.6 g), and in the same manner as in Example 252 (3), 5-bromo- 
'5 3-chlorobenz[d]isoxazole (7.4 g) was obtained as a white powder. 

(5) Using the above-mentioned compound (7.4 g) and piperazine (21 g), and in the same manner as in Example 
189 (1), 4-(5-bromo-3-benz[d]isoxazolyi)plperazine (6.5 g) was obtained as a gray powder. 

(6) The above-mentioned compound (6.5 g) was dissolved in a solution of tetrahydrofuran (100 mL) and sodium 
hydroxide (1 .0 g) in water (125 mL) and benzyl chlorofonnate (3.9 mL) was gradually added under ice-cooling. 

20 The mixture was stirred at room temperature for 2 hr. The precipitated solid was collected by filtration, and washed 

with dilsopropyl ether to give 1-benzyloxycarbonyl-4-(5-bromo-3-benz[d]isoxazolyl)plpera2ine (8.3 g) as a pale- 
brown powder. 

(7) The above-mentioned compound (3.0 g) and zinc cyanide (1 .1 g) was dissolved in DMF (15 mL), and tetrak- 
istriphenylphosphinepalladium (0.633 g) was added thereto. The mixture was stirred at 85'*C for 18 hr under a 

25 nitrogen atmosphere. The reaction mixture was added to 2 mol/L aqueous ammonia and extractetfwith ethyl ac- 

etate. The extract was washed successively with water and brine, dried and concentrated under reduced pressure. 
The residue was purified by silica gel chromatography to give 1-benzyloxycarbonyl-4-(5-cyano-3-ben2[d]isoxa- 
zolyl)pipera2ine (2.1 g) as a white solid. 

(8) The above-mentioned compound (1 .5 g) was suspended in methanol (60 mL), and ammonium formate (1 .8 g) 
30 and 6% palladium carbon (0.230 g) were added thereto. The mixture was refluxed for 0.5 hr. The reaction mixture 

was filtrated and the filtrate was concentrated under reduced pressure. Saturated aqueous sodium hydrogencar- 
bonate solution was added to the residue, and the mixture was extracted with chlorofomi. The extract was dried 
and concentrated under reduced pressure to give a mixture (1.1 g) containing 4-(6-cyano-3-ben2[d]isoxazolyl) 
piperazine as a white solid. 

35 (9) Using the title compound (904 mg) and the above-mentioned compound (681 mg), and in the same manner 

as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(5-cyano-3-ben2[d]isoxazolyl)-1-piperazinyl]-2-pyrro- 
lidinylcarbonyl}-1 ,3-thiazolidine (778 mg) was obtained as a white solid. 

(10) Using the above-mentioned compound (778 mg), and in the same manner as in Example 70 (2), the title 
compound (349 mg) was obtained as a white powder 
40 iH-NMR(DMSO-d6)52.1 5-2.40(1 H,m), 2.90-3.20(3H,m), 3.25-4.20(1 4H.m), 4.47-4.77(4H,m), 7.86(1H,d, 

J=8.7Hz), 8.06(1 H,dd,J=8.7, 1.2Hz), 8.81(1H,brs), 9.11(1H,brs). 1 0.65(1 H.brs). 

Example 254 

45 [0371] Synthesis of 3-{(2S,4S)-4-[4-(5-methoxy-3-benz[d]isoxazolyl)-1-piperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3,-thi- 
azolldine trihydrochloride 

(1) 5-Methoxysalicylic acid (41 g) was dissolved in acetonitrile (500 mL), and ethyl iodide (20 mL) and D6U (38 
mL) were added thereto. The mixture was refluxed for 6 hr. The reaction mixture was concentrated under reduced 

50 pressure, and 1 mol/L hydrochloric acid was added to the residue. The mixture was extracted with ethyl acetate. 

The extract was washed successively with saturated aqueous sodium hydrogencarbonate solution and brine, dried 
and concentrated under reduced pressure to give a mixture (44 g) containing ethyl 5-methoxysalicylate as a brown 
oil. 

(2) Using the above-mentioned compound (44 g), and in the same manner as in Example 252 (1), 5-methoxysali- 
55 cylhydroxamic acid (33 g) was obtained as white crystals. 

(3) Using the above-mentioned compound (33 g), and in the same manner as In Example 252 (2), 3-hydroxy- 
5-methoxybenz[d]isoxazole (5.9 g) was obtained as a pale-brown powder. 

(4) Using the above-mentioned compound (5.9 g), and in the same manner as in Example 252 (3), a mixture (4.2 
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g) containing 3-chloro-5-hydroxybenz[d]isoxazole was obtained as a black oil. 

(5) Plperazine (19 g) was melted by heating at 140°C, and the above-mentioned title compound (4.2 g) was added 
thereto. After stimng at 1 40°C for 1 hr, the mixture was poured into Iced water and extracted with chlorofomi. After 
drying, the solvent was evaporated under reduced pressure, and the residue was diluted with ethyl acetate and 

5 extracted with 1 mol/L hydrochloric acid. The aqueous layer was basified with 2 mol/L aqueous sodium hydroxide 

solution and extracted with chlorofomn. After drying, the solvent was evaporated under reduced pressure to give 
4-(5-methoxy-3-benz[d]isoxazolyl)piperazine (804 mg) as a black solid. 

(6) Using the title compound (0.900 g) of Reference Example 12 and the above-mentioned compound (0.804 g), 
and In the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(5-methoxy-3-benz[d]isoxa- 

10 zolyl)*1 -piperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (1 .0 g) was obtained as white amorphous. 

(7) Using the above-mentioned compound (1 .0 g), and in the same manner as in Example 70 (2), the title compound 
(0.693 g) was obtained as a white powder. 

iH-NMR(DMSO-d6)52.20-2.40(1H,m), 2.90-3.1 9(3H,m), 3.30-3.60(4H,m), 3.65-4.1 5(1 3H,m), 4.30-4.76(4H.m), 
6.65(1 H,dd,J=8.7,2.4Hz), 6.97(1 H,d,J=2.4Hz), 7.35(1 H,d,J=8.7Hz), 10.1 5(1 H.brs), 1 0.95(1 H.brs). 

15 

Example 255 

[0372] Synthesis of 3-{(2S,4S)-4-[4-(3-benz[dlisothiazolyl)-1 -piperazinyl]-2-pyn'olidinylcarbonyl}-1 ,3-thiazolidine 1 .5 
oxalate 

20 

(1) Using 1-(3-benz[dlisothiazolyl)pipera2ine (385 mg) and the title compound (500 mg) of Reference Example 12, 
and in the same manner as in Example 70 (1 ), 3-{(2S,4S)-4-[4-(3-benz[d]isothiazoIyl)-1 -piperazinyl]-1 -tert-butox- 
ycarbonyl-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (716 mg) was obtained as a white powder. 

(2) The above-mentioned compound (709 mg) was dissolved in methanol (10 mL), and 4 mol/L hydrochloric acid- 
25 ethyl acetate (10 mL) was added thereto. The mixture was stirred at room temperature for 1 9 hr. The precipitated 

solid was collected by filtration, and saturated aqueous sodium hydrogencarbonate solution was added thereto. 
The mixture was extracted with chloroform. The extract was concentrated under reduced pressure, and the residue 
was dissolved in ethanol (1 0 mL), and oxalic acid (1 30 mg) was added thereto. The precipitated solid was collected 
by filtration to give the title compound (150 mg) as a white powder. 
30 iH-NIWR(DIVISO-d6)51.60-1.81(1H,m), 2.78-2.85(4H,m), 2.89-3.24(4H,m), 3.52-3.99(7H.m), 4.43-4.74(4H.m), 

7.39- 7.48(1 H,m), 7.53-7.60(1 H,m), 8.01-8.09(2H,m). 

Example 256 

35 [0373] Synthesis of 3-{(2S,4S)-4-[4-(2-oxazolo[4,5-b]pyridyl)-1-piperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine 
trihydrochloride 

(1) 2-Amino-3-hydroxypyridine (5.51 g) was dissolved in pyridine (100 mL), and potassium ethylxanthate (8.82 g) 
was added thereto. The mixture was refluxed for 2 hr. Iced water (400 mL) was added to the reaction mixture, and 

40 concentrated hydrochloric acid (40 mL) was added thereto. The mixture was extracted with chloroform and the 

extract was washed with brine and concentrated under reduced pressure to give 1 ,3-oxazoto[4,5-b]pyridlne-2-thiol 
(5.13 g) as a pale-brown powder. 

(2) The above-mentioned compound (5 g) and 2 drops of DM F were added to thionyl chloride (20 mL). The mixture 
was refluxed for 1 hr. The reaction mixture was concentrated under reduced pressure to give 2-chloro-1 ,3-oxazolo 

45 [4,5-b]pyridine (5.08 g) as a pale-brown powder. 

(3) Using the above-mentioned compound (3.09 g) and piperazine (5.1 7 g), and in the same manner as in Example 
239 (3), 1-(2-oxazolo[4,5-b]pyridyl)piperazine (1.15 g) was obtained as a yellowish brown powder. 

(4) Using the above-mentioned compound (1 .15 g) and the title compound (0.601 g) of Reference Example 12, 
and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(2-oxazolo[4,5-b]pyridyl)- 

so 1-pipera2inyl]-2-pyrrolldinylcarbonyl}-1 ,3-thiazolidine (0.635 g) was obtained as a white solid. 

(5) Using the above-mentioned compound (635 mg), and In the same manner as in Example 186 (2), the title 
compound (293 mg) was obtained as a white powder. 

iH-NMR(DMSO-d6)S2.02-2.30(1H,m), 2.83-3.00(1 H,m), 3.00-3.20(2H,m), 3.20-3.48(4H,m), 3.48-4.30(9H,m), 

4.40- 4.80(3H.m). 7.16(1H,dd.J=7.8,5.4Hz), 7.95(1 H,d,J=7.8Hz), 8.22(1 H,d,J=5.4Hz), 9.09(1 H.brs), 1 0.59(1 H, 
55 brs) 
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Example 257 

[0374] Synthesis of 3-({2S.4S)-4-{4-[2-(1 -ethoxycarbonyl-1 -methylethyl)-6-jmida2o[1 ,2-b]pyrida2lnyl]-1 -piperazl- 
nyl}-2-pyrrondinylcarbonyl)-1 ,3-thia20lldine trihydrochloride 

(1) Using ethyl 2-(6-chloroimidazo[1 ,2-b]pyridazin'2-yl)-2-methylpropionate (2.00 g) and piperazine (19.7 g), and 
by a reaction at 1 00°C in the same manner as in Example 1 96 (1 ), 1 -[2-(1 -ethoxycarbonyl-1 -methylethyl)-6-imidazo 
[1 ,2-b]pyridazinyl]piperazine (2.37 g) was obtained as an oil. 

(2) Using the above-mentioned compound (2.37 g) and the title compound (1 .87 g) of Reference Example 12, and 
in the same manner as in Example 70 (1), 3-((2S,4S)*1-tert-butoxycarbonyl-4-{4-[2-(1 -ethoxycarbonyl-1 -methyl- 
ethyl)-6-imidazo[1 ,2-b]pyridazinyl]-1-piperazinyl}-2-pyrrolidinylcarbonyl)-1 ,3-thia2olidine (3.29 g) was obtained as 
a paie-yeliow solid. 

(3) The above-mentioned compound (1 .10 g) was dissolved in dichloromethane (10 mL), and trifluoroacetic acid 
(5 mL) was added thereto. The mixture was stirred at room temperature for 1 .5 hr. The solvent was evaporated 
under reduced pressure, and the residue was dissolved in ethyl acetate. 4 mol/L Hydrochloric acid-ethyl acetate 
solution (1 mL) was added thereto, and the precipitated solid was collected by filtration to give the title compound 
(1 .05 g) as a white powder. 

lH-NMR(500MHz,DMSO-d6)51.15(3H,t,J=7.1H2), 1.61(6H,s), 2.1 6-2.36(1 H.m), 2.90-4.80(1 9H,m). 4.10(2H,q. 
J=7.1Hz), 7.64(1 H,d,J=10Hz), 8.10(1H.d,J=10H2), 8.22(1H,s), 9.11(1H,brs), 1 0.85(1 H.brs). 

Example 258 

[0375] Synthesis of 3-((2S,4S)-4-{4-[2-(1-carboxy-1-methy!ethyl)-6-imidazo[1,2-b]pyridazlnyl]-1-pipera2inyl}-2-pyr- 
rolidinylcarbonyl)-1 ,3-thlazolidine trihydrochloride 

(1 ) 3-((2S,4S)-1 -tert-Butoxycarbonyl-4-{4-[2-(1 -ethoxycarbonyl-1 -methylethyl)-6-lmidazo-[1 ,2-b]pyridazinyl]- 

1- piperazinyl}-2-pyrrolidinylcarbonyl)-1 ,3-thiazolidine [product of Example 257 (2), 608 mg] was dissolved In eth- 
anol (2 mL). A solution of lithium hydroxide monohydrate (85 mg) in water (1 mL) was added, and the mixture was 
stirred at 60**C for 2 hr. Dilute hydrochloric acid was added to the reaction mixture to make the pH 6. The mixture 
was extracted with chlorofomn. The extract was dried and concentrated under reduced pressure to give 3-((2S, 
4S)-1 -tert-butoxycarbonyI-4-{4-[2-(1 -carboxy-1 -methylethyl)-6-imida20[1 ,2-b)pyrldazinyl]-1 -plperazlnyl}-2-pyrro- 
lidinylcarbonyl)-1,3-thlazolidine (580 mg) as a pale-yellow powder. 

(2) Using the above-mentioned compound (579 mg), and In the same manner as in Example 257 (3), the title 
compound (477 mg) was obtained as a white powder 

lH-NMR(500MHz.DMSO-d6)61.59(6H,s), 2.11-2.31(1H,m), 2.82-4.20(1 6H,m), 4.47-4.74(3H,m), 7.64(1H,d, 
J=10Hz), 8.09(1 H,d,J=10H2). 8.22(1H,s), 9.07(1H,brs), 1 0,68(1 H.brs), 1 2.85(1 H,brs). 

Example 259 

[0376] Synthesis of 3-{(2S,4S)-4-[4-(2-methyl-4-quinolyl)-1 -piperazinyl]-2-pyrrondinylcarbonyl}-1 ,3-thlazolidlne tri- 
hydrochloride 

(1 ) Phosphorus oxychloride (30 mL) was added to 4-hydroxy-2-methylquinollne (1 0 g), and the mixture was stirred 
at room temperature for 30 min. The reaction mixture was concentrated under reduced pressure, and saturated 
aqueous sodium carbonate solution was added to the residue under ice-cooling. The mixture was extracted with 
ethyl acetate. The extract was washed with brine, and concentrated under reduced pressure to give 4-chloro- 

2- methylquinoline (11.2 g) as a black oil. 

(2) Using the above-mentioned compound (5.33 g) and piperazine (25.8 g). and In the same manner as In Example 
189 (1), 1-(2-methyl-4-quinoIyl)piperazine (4.19 g). 

(3) Using the above-mentioned compound (500 mg) and the title compound (601 mg) of Reference Example 12, 
and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycartDonyl-4-[4-(2-methyl-4-quinolyl)-1-pip- 

erazinyl]-2-pyrrolldinylcariDonyl}-1 ,3-thiazolidine (1 .15 g) was obtained as a pale-yelfow oil. 

(4) Using the above-mentioned compound (1.15 g), and in the same manner as in Example 186 (2), the title 
compound (0.863 g) was obtained as a pale-brown powder 

iH-NMR(DMSO-d6)52.20-2.42(1H,m), 2.81 (3H,s), 2.91-3.20(3H,m), 3.30-4.26(1 3H,m). 4.44-4.87(3H,m), 7.35 
(1H,s). 7.73(1 H.t,J=7.6Hz), 8.00(1 H,t,J=7.6Hz), 8.16(1 H.d,J=8.4Hz), 8.24(1 H.d,J=8.4Hz) 
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Example 260 

[0377] Synthesis of 3-{(2S,4R)-4-[4-(2-trif luoromethyI-4-quinoIyl)-1 -plpera2lnyl]-2-pyrroliclinylcarbonyl}-1 ,3-thiazoli- 
dine dihydrochloride 

5 

(1 ) Diethanolamine (20 mL) was added to 4-chloro-2-trifluoromethylquinoline (5.04 g), and the mixture was stirred 
at 80°C for 19 hr. Brine was added to the reaction mixture, and the mixture was extracted with ethyl acetate. The 
extract was dried and concentrated under reduced pressure. The residue was purified by silica gel chromatography 
to give 4-[N,N-bis(2-hydroxyethyl)amino]-2-trifluoromethyIquinoline (3.40 g) as a white powder. 

10 (2) The above-mentioned compound (1.77 g) and triethylamine (2.63 mL) were dissolved In ethyl acetate (100 

mL), and methanesulfonyl chloride (1 .28 mL) was added under ice-cooling. The mixture was stin-ed at room tem- 
perature for 30 min. The precipitated solid was collected by filtration, and the filtrate was concentrated under 
reduced pressure to give dimesylate as an oil. This was dissolved in N-methyl-2-pyn'olidone (100 mL), and the 
title compound (2.02 g) of Reference Example 15 and N,N-diisopropylethylamine (3.10 mL) were added thereto, 

15 The mixture was stirred at 1 00°C for 15 hr. 10% Aqueous citric acid solution was added to the reaction mixture, 

and the mixture was extracted with ethyl acetate. The extract was washed successively with saturated aqueous 
sodium hydrogencarbonate solution and brine, dried and concentrated under reduced pressure. The residue was 
purified by silica gel chromatography to give 3-{(2S,4R)-1-tert-butoxycarbonyl-4-[4-(2-trifluoromethyI-4-quinolyl)- 
1-piperazinyl]-2-pyrroIidinylcarbonyl}-1,3-thiazolidine (0.248 g) as a pale-brown powder. 

20 (3) Using the above-mentioned compound (246 mg), and in the same manner as in Example 133 (2), the title 

compound (1 01 mg) was obtained as a white powder. 

iH-NMR(500MHz,DMSO-d6)52.40-2.50(1H,m), 3.00-3.1 8(3H,m), 3.59-3.95(1 2H,m). 4.1 2-4.22(1 H.m), 4.47-5.03 
{3H,m), 7.39(1H,s). 7.75(1 H.t,J=7.9H2), 7.88-7.91 (IH.m), 8.12-8.14(2H,m), 9.30(1H,brs), 1 0.75(1 H,brs). 

25 Example 261 

[0378] Synthesis of 3-{(2S,4S)-4-[4-(7-trif luoromethyl-4-quinolyl)-1 -piperazinyl)-2-pyrrolldinylcarbonyl}-1 ,3-thiazoli- 
dine trihydrochloride 

30 (1) Using 4-chloro-7-(trifluoromethyl)quinotine (2.5 g) and piperazlne (9.30 g), and In the same manner as in Ex- 

ample 189 (1), 1-(7-trifiuoromethyl-4-quinolyl)piperazine (3.04 g) was obtained as a pale-brown solid. 

(2) Using the above-mentioned compound (619 mg) and the title compound (601 mg) of Reference Example 12, 
and in the same manner as in Example 70 (1 ), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(7-trifluoromethyl-4-qulnolyl)- 
1-plperazinyl]-2-pyrrolidinylcarbonyl}-1,3-thiazolidine (458 mg) was obtained as a pale-yellow oil. 

35 (3) Using the above-mentioned compound (458 mg), and in the same manner as in Example 186 (2), the title 

compound (282 mg) was obtained as a brown powder. 

lH-NMR(DMSO-d6)52.20-2.47(1H,m), 2.90-3.20(3H.m), 3.30-4.30(1 3H,m), 4.45-4.85(3H,m), 7.46(1 H,d, 
J=6.7Hz), 7.98(1 H.dd,J=9.0, 1.5Hz), 8.43(1 H,d,J=8.9Hz). 8.62(1H,s). 8.96(1 H.d.J=6.7Hz). 

40 Example 262 

[0379] Synthesis of 3-{(2S,4S)-4-[4-(2-methoxycarbonyl-4-quinolyl)-1-piperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thia- 
zolidlne trihydrochloride 

45 (1 ) Phosphorus oxychloride (1 00 mL) was added to kynurenic acid (25 g). The mixture was refluxed for 6 hr. The 

reaction mixture was concentrated under reduced pressure, and the residue was dissolved in 1,4-dioxane (100 
mL). Aqueous ammonia (400 mL) was dropwise added thereto under ice^ooling. Water (500 mL) was added 
thereto, and the mixture was extracted with chloroform. The extract was washed with brine and concentrated under 
reduced pressure to give 4-chloroqulnoline-2-carboxamide (27.3 g) as a black purple solid. 

50 (2) PIperazine (12.9 g) was suspended in N-methyl-2-pyrrolidone (170 mL) and the above-mentioned compound 

(1 0.3 g) was added thereto. The mixture was stirred at 80''C with heating. The reaction mixture was concentrated 
under reduced pressure, and the residue was added to 1 mol/L hydrochloric acid (150 mL), and the mixture was 
washed with chlorofonn. The mixture was basified with aqueous sodium hydroxide solution, and the mixture was 
extracted with chloroform. The extract was concentrated under reduced pressure to give 1-(2-carbamoyl^-qui- 

55 nolyl)piperazine (35.1 8 g) as a pate-yellow powder. 

(3) Using the above-mentioned compound (2.54 g) and the title compound (1 .26 g) of Reference Example 1 2, and 
in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(2-carbamoyi-4-quinolyl)-1-pip- 
erazinyl]-2-pyrrolidinylcarbonyl}-1,3-thiazolidine (2.19 g). 
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(4) The above-mentioned compound (2.19 g) and Imidazole (0.551 g) were dissolved in pyridine (20 mL), and 
phosphorus oxychloride (1.51 mL) was dropwise added to the reaction mixture under ice-cooling. The mixture was 
stirred under Ice-cooling for 1 hr. Saturated aqueous sodium hydrogencarbonate solution was added to the reaction 
mixture, and the mixture was extracted with chlorofomri. The extract was concentrated under reduced pressure 

5 and the residue was purified by silica gel chromatography to give 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(2-cyano- 

4-quinolyl)-1-piperazinyll-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidlne (0.658 g) as a red orange solid. 

(5) 5.6 mol/L Hydrochloric acid-methanol (30 mL) was added to the above-mentioned compound (992 mg), and 
the mixture was stirred at room temperature for 24 hr. The reaction mixture was concentrated under reduced 
pressure, and saturated aqueous sodium hydrogencarbonate solution was added to the residue. The mixture was 

10 extracted with chlorofomi and the extract was concentrated under reduced pressure. The residue was purified by 

silica gel chromatography to give a free base (670 mg) of the title compound as a pale-yellow oil. This was dissolved 
in methanol (10 mL), and 5.6 moi/L hydrochloric acld-methanol (0.79 mL) was added thereto. The mixture was 
concentrated under reduced pressure to give the title compound (616 mg) as a pale-yellow powder. 
lH-NMR(DMSO-d6)52.20.-2.56(1H,m), 2.82-3.20(3H,m). 3.40-4.30(1 3H,m), 4.00(3H,s), 4.41-4.82(3H.m), 7.63 

ts (1H,S), 7.75(1 H,t.J=7.8Hz), 7.93(1 H,t.J=7.8Hz), 8.17(1H,d,J=7.8Hz). 8.24(1 H.d,J=7.8Hz), 9.20(1H,brs), 11.05 

(IH.brs). 

Example 263 

20 [0380] Synthesis of 3-{(2S,4S)-4-[4-(2-carbamoyl-4-quinolyl)-1-piperazinyl]-2-pyrrolldinylcarbonyl}-1 ,3-thiazolidine 
trihydrochlorlde 

[0381 J Using 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(2-carbamoyl-4-quinolyl)-1 -piperazinyl]-2-pyrrolldlnylcarbonyl}- 
1 ,3-thiazolidine [product of Example 262 (3), 1 .05 gl, and In the same manner as In Example 1 86 (2), the title compound 
(696 mg) was obtained as a brown powder. 
25 iH-NMR(DMSO-d6)62.20-2.42(1H.m). 2.89-3.20(3H.m), 3.30-4.30(1 3H.m), 4.44-4.83(3H,m), 7.73(1 H,t.J=8.0Hz), 
7.87(1H,s), 7.95(1 H,t,J=8.0Hz), 8.17(1H,d,J=8.0Hz). 8.24(1 H,brs), 8.28(1 H,d,J=8.0Hz), 8.86(1H,brs), 9.18(1H,brs), 
10.89(1 H,brs). 

Example 264 

30 

[0382] Synthesis of 3-{(2S,4S)-4-[4-(3-exycafbonyl-4-qulnolyl)-1 -piperazlnyl]-2-pyrrolidlnylcarbonyl}-1 ,3-thlazolld- 
ine trihydrochlorlde 

(1) Diethyl ethoxymethylenemalonate (115 g) was dropwise added to aniline (50 g), and the mixture was refluxed 
55 for 1 hr. The resulting ethanol was evaporated under atmospheric pressure, and the residue was heated at 200'C 

and poured into diphenyl ether (750 mL). The mixture was stirred at 220 - 250°C for 2 hr with heating. The resulting 
ethanol was again evaporated under atmospheric pressure, and the reaction mixture was allowed to cool to room 
temperature. The precipitated solid was collected by filtration and washed with hexane to give ethyl 4-hydroxyqui- 
noline-3-carboxylate (51.0 g) as a white powder. 
40 (2) The above-mentioned compound (51.0 g) was added to phosphorus oxychloride (121 mL), and the mixture 

was stirred at 60 -70°C for 2 hr with heating. The reaction mixture was concentrated under reduced pressure, and 
the residue was added to Iced water (1 L). The mixture was baslfied with 1 mol/L aqueous sodium hydroxide 
solution (500 mL) and sodium hydrogencarbonate. The mixture was extracted with ethyl acetate, washed with 
brine and concentrated under reduced pressure to give ethyl 4-chloroquinoline-3-carboxylate (54.2 g) as a pale- 
45 brown solid. 

(3) Piperazine (12.9 g) was dissolved in DMF (100 mL), and a solution of the above-mentioned compound (11 .8 
g) in DMF (1 00 mL) was added thereto. The mixture was stinted at room temperature for 1 hr. The reaction mixture 
was added to Iced water (500 mL), and the mixture was extracted with ethyl acetate. The extract was washed 
successively with water and brine, and concentrated under reduced pressure to give 1-(2-ethoxycarbonyl-4-qui- 

^ nolyl)plperazlne (7.92 g) as a pale-yellow solid. 

(4) Using the above-mentioned compound (3.42 g) and the title compound (2.70 g) of Reference Example 1 2, and 
in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(3-ethoxycarbonyl-4-quinolyl)- 
1-piperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (4.57 g) was obtained as a pale-yellow powder. 

(5) The above-mentioned compound (600 mg) was dissolved in ethanol (20 mL), and 4.1 mol/L hydrochloric acid- 
S5 ethanol (10 mL) was added thereto. The mixture was stirred at room temperature for 24 hr. The reaction mixture 

was concentrated under reduced pressure, and saturated aqueous sodium hydrogencarbonate solution was added 
to the residue. The mixture was extracted with chloroform and the extract was concentrated under reduced pres- 
sure. The residue was purified by silica gel chromatography to give a free base (269 mg) of the title compound. 
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This was dissotved in etiianoi (5 mL) and 4.1 mol/L hydrochioric acid-ethanoi(0.42 nnL) was added thereto. The 
mixture was concentrated under reduced pressure to give the title compound (253 mg) as a pale-yellow powder. 
iH-NMR(DIVISO-d6)51 .41 (3H,t.J=6,9Hz). 2,22-2.46(1 H.m), 2.90-3.20(3H,m). 3.30-4.30(1 3H.m), 4.33-4.82(5H,m), 
7.80(1 H,t,J=7.8Hz), 8.02(1 H,t.J=7.8Hz). 8.19(1 H.d,J=7.8Hz), 8.27(1 H.d,J=7.8Hz). 9.02(1H,s), 9.16(1H,brs), 
5 1 0.88(1 H.bns). 

Example 265 

[0383] Synthesis of 3-{(2S,4S)-4-[4-(2-cyano-4-qulnolyi)-1 -piperazinyl]-2-pyrrolldinylcarbonyl}-1 ,3-thlazoiidlne trihy- 
10 drochloride 

[0384] 3-{(2S,4S)-1 -tert-ButoxycarbonyI-4-[4-(2-cyano-4-quinolyl)-1 -pipera2inyl]-2-pyrrolidinylcarbonyi)-1 ,3-thiazo- 
lldine [product of Example 262(4), 658 mg] was dissolved in chlorofomi (10 mL), and 4 mol/L hydrochloric acid-ethyl 
acetate (5 mL) was added thereto. The mixture was stinred at room temperature for 24 hr. The solvent was evaporated 
under reduced pressure, and saturated aqueous sodium hydrogencarbonate solution was added to the residue. The 
IS mixture was extracted with chloroform and the extract was concentrated under reduced pressure. The residue was 
purified by silica gei chromatography to give a free base (435 mg) of the title compound. This was dissolved in ethanol 
(20 mL), and 4.1 mol/L hydrochloric acld-ethanol (0.75 mL) was added thereto. 

[0385] The mixture was concentrated under reduced pressure to give the title compound (353 mg) as a pale-yellow 

powder. 

20 iH-NMR(DMSO-d6)62.20-2.45(1H,m), 2.90-3.20(3H,m), 3.30-4.22(1 3H.m), 4.43-4.80(3H,m), 7.63(1H,s). 7.75(1H.t, 
J=7.8Hz). 7.89(1 H.t,J=7.8z), 8.01 -8.1 9{2H,m), 9.17(1H,brs), 10.71(1H.brs). 

Example 266 

25 [0386] Synthesis of 3-{(2S,4S)-4-[4-(2-phenyl-4-quinolyl)-1-piperazinyl]-2-pyn'olidinylcarbonyl}-1,3-thiazolldine trl- 
hydrochloride 

(1 ) Using 4-chIoro-2-pherlylquinoline (2.50 g) and piperazine (8.98 g), and In the same manner as in Example 268 
(1), 1-(2-phenyl-4-qulnolyi)piperazine (2.72 g) was obtained. 
30 (2) Using the above-mentioned compound (1 .01 g) and the title compound (1 .00 g) of Reference Example 1 2, and 

in the same manner as in Example 70 (1 ), 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(2-phenyl-4-qulnolyl)-1 -piperazl- 
nyll-2-pyn'olldinylcarbonyl}-1 ,3-thia20lldine (1 .77 g) was obtained as a white powder. 

(3) The above-mentioned compound (1 .75 g) was dissolved In methanol (10 mL), and 4 mol/L hydrochloric acid- 
ethyl acetate (1 0 mL) was added thereto. The mixture was stirred at room temperature for 1 4 hr. The precipitated 
35 solid was collected by filtration to give the title compound (0.970 g) as a white powder. 

lH-NMR(DMSO-d6)62.20-2.45(1H,m), 2.90-3.1 7(3H,m), 3.28-4.00(1 3H,m), 4.42-4.80(3H,m), 7.57(1 H,S), 
7.61-7.82(4H,m), 7.95-8.08(1 H.m), 8.1 6-8.31 (3H,m), 8.50(1 H,d,J=8.7Hz), 9.15(1H,brs), 11 .06(1H,brB). 

Example 267 

40 

[0387] Synthesis of 3-{(2S,4S)-4-[4-(2-amlno-4-qulnolyl)M-piperazinyl]-2-pyrrolidlnylcarbonyl}-1, 3^ 
drochloride 

(1) Bromine (2.32 mL) was dissolved in 5% aqueous potassium hydroxide solution (190 mL), and a solution of 
45 4-chloroquinoline-2-carboxamide [product of Example 262 (1), 9.80 g] in tetrahydrofuran (190 mL) was dropwise 

added thereto. The mixture was stirred at room temperature for 30 min, and the mixture was stirred at 80**C for 1 
hr with heating. The reaction mixture was filtrated and the filtrate was added to water. The mixture was extracted 
with chloroform, and the extract was washed with brine and concentrated under reduced pressure. The residue 
was purified by silica gel chromatography to give 2-amino-4-chloroquinoline (1 .98 g) as a pale-yellow solid. 
50 (2) Using the above-mentioned compound (1 .98 g) and piperazine (1 9.1 g), and In the same manner as in Example 

189 (1), 1-(2-amino-4-qulnolyl)plperazlne (1 .85 g) was obtained as a pale-brown powder. 
(3) Using the above-mentioned compound (913 mg) and the title compound (901 mg) of Reference Example 12. 
and In the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(2-amino-4-quinolyl)-1-pip- 
erazinyl]-2-pyrrolidlnyIcarbonyl}-1 ,3-thlazolidine (465 mg) was obtained as a white solid. 
55 (4) Using the above-mentioned compound (465 mg), and in the same manner as in Example 186 (2), the title 

compound (439 mg) was obtained as a white powder. 

iH-NMR(DMSO-d6)52.20-2.42(1H,m),2.86-3.20(3H,m),3.30.4.30(13H,m),4.41-4.84(3H,s), 6.52(1 H,s),7.46(1H, 
t,J=8.1Hz), 7.59-7,82(2H.m), 7.91(1H,d,J=8.1Hz), 8.33(2H,brs), 9.14(1H,brs), 1 0.85(1 H.brs), 13.79(1H,brs) 
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Example 268 

[0388] Synthesis of 3-{(2S,4S)-4-[4-{7<hloro-4-quinolyl)-1-piperazlnyl]-2-pyrrolidinylcarbonyl}-1^ 
drochloride 

5 

(1) Piperazine (65.2 g) was melted by heating at 120°C, and 4,7-dichloroquinoline (15.0 g) was added thereto. 
The mixture was stirred at 1 20°C for 2.5 hr and the reaction mixture was added to water. The mixture was extracted 
with chlorofonn and concentrated under reduced pressure to give 1-(7-chloro-4-quinolyl)piperazine (7.72 g). 

(2) Using the above-mentioned compound (0.87 g) and the title compound (1 .00 g) of Reference Example 1 2, and 
10 in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(7-chloro-4-qulnolyl)-1-plperazl- 

nyl]-2-pyn'olidlnylcarbonyl}-1 ,3-thiazolldine (1 .65 g) was obtained as a white powder. 

(3) The above-mentioned compound (1 .64 g) was suspended in methanol (10 mL). and 4 mol/L hydrochloric acid- 
ethyl acetate (8.0 mL) was added thereto. The mixture was stirred at room temperature for 13 hr. The precipitated 
solid was collected by filtration to give the title compound (1 .04 g) as a white powder. 

15 iH-NMR(DMSO-d6)52.1 0-2.37(1 H,m), 2.84-4.00(1 6H,m), 4.41 -4.82(3H.m), 7.36(1 H,d,J=6.9Hz), 7.77(1 H,dd, 

J=9.0,1.8Hz), 8.22(1 H,d,J=9.0Hz), 8.27(1 H,d,J=1.8Hz), 8.85(1 H.d,J=6.9Hz), 9.18(1H,brs), 10.82(1 H.brs). 

Example 269 

20 [0389] Synthesis of 3-{(2S,4S)-4-[4-(2-trifiuoromethyi-8-methyi-4-quinoiyl)-1-piperazinyl]-2-pyrroIidinylcarbonyl}- 
1 ,3-thiazolidine dihydrpchloride 

(1) 2-Methylaniline (5.00 g) was dissolved in 75% phosphoric acid (20 mL), and ethyl trifluoroacetoacetate (8.60 
g) was dropwise added thereto at 105''C. The mixture was stirred at 105^C for 5.5 hr. After allowing to cool, the 

25 reaction mixture was added to water. The precipitated solid was collected by filtration to give 2-trlfluoromethyl- 

4-hydroxy-8-methylqulnoline (1 .84 g). 

(2) The above-mentioned compound (1 .82 g) was dissolved in phosphorus oxychloride (8.00 mL), and the mixture 
was stin-ed at 70°C for 2.5 hr. The reaction mixture was concentrated under reduced pressure, and saturated 
aqueous sodium hydrogencarbonate solution was added to the residue. The mixture was extracted with chlorofomn 

30 and the extract was concentrated under reduced pressure to give 4-chloro-2-trlfluoromethyl-8-methylquinoline 

(1.66 g). 

(3) Using the above-mentioned compound (1 .65 g) and piperazine (4.00 g), and in the same manner as in Example 
268 (1), 1-(2-trifluoromethyl-8-methyl-4-quinolyl)piperazine (1 .57 g) was obtained. 

(4) Using the above-mentioned compound (1 .03 g) and the title compound (1 .00 g) of Reference Example 1 2, and 
35 in the same manner as in Example 70 (1 ), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(2-trifluoromethyl-8-methyl-4-qui- 

nolyl)-1-piperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (1 .81 g) was obtained as a white powder. 

(5) Using the above-mentioned compound (1.80 g), and in the same manner as in Example 268 (3), the title 
compound (1 .30 g) was obtained as a white powder. 

iH-NMR(DMSO-d6)52.20-2.45(1H,m), 2.72(3H,s), 2.90-3.2.0(3H,m), 3.25-4.25(13H,m), 4.44-4.82(3H,m), 7.40 
40 (1H,s), 7.63(1 H,dd.J=8.3.6.9Hz), 7.75(1 H,dJ=6.9Hz), 7.93(1 H.d,J=8.3Hz), 9.12(1 H.brs), 1 0.85(1 H,brs), 12.65 

(IH.brs). 

Example 270 

45 [0390] Synthesis of 3-((2S,4S)-4-{4-[2,6-bis(trifluoromethyl)-4-quinolyl]-1-piperazinyl}-2-pyrrolidinylcarbonyl)- 
1 ,3-thiazolidlne dihydrochloride 

(1) 4-Hydroxy-2,6-bls(trifluoromethyl)quinoline (1.28 g) was dissolved In phosphorus oxychloride (5.0 mL), and 
the mixture was stirred at room temperature for 17 hr. The reaction mixture was concentrated under reduced 

50 pressure, and saturated aqueous sodium hydrogencarbonate solution was added to the residue. The mixture was 

extracted with chlorofonn and concentrated under reduced pressure to give 4-chloro-2,6-bls(trlfluoromethyl)quin- 
oline(1.17g). 

(2) Using the above-mentioned compound (1 .1 4 g) and piperazine (3.29 g), and in the same manner as in Example 
189 (1), 1-[2,6-bis(trifluoromethyl)-4-quinolyl]piperazlne (870 mg) was obtained. 

55 (3) Using the above-mentioned compound (0.860 g) and the title compound (0.86 g) of Reference Example 12, 

and in the same manner as in Example 70 (1), 3-((2S,4S)-1-tert-butoxycarbonyl-4-{4-[2,6-bis(trifIuoromethyl)- 
4-quinolyl]-1-piperazinyl}-2-pyrrolidinylcarbonyl)-1 ,3-thiazolidine (1 .55 g) was obtained as a white powder 

(3) Using the above-mentioned compound (1 .54 g), and In the same manner as in Example 268 (3), the title 
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compound (860 mg) was obtained as a white powder. 

iH-NMR(DMSO-d6)52.11 -2.46(1 H,m), 2.72-4.20(1 6H.nn). 4.35-4.89(3H,m), 7.54(1H,s), 8.14(1H.dd,J=9.0,1.2Hz), 
8.33(1 H,d,J=9.0Hz), 8.38(1 H,d,J=1.2Hz). 9.24(1H,brs), 10.88(1H,brs). 

Example 271 

[0391 ] Synthesis of 3-((2S,4S)-4-{4-[2,8-bis(trif luoromethyl)-4-quinolyll-1 -piperazinyl}-2-pyrrolldinylcarbonyl)- 
1,3-thiazolldine dihydrochloride 

(1) Using 4-chloro-2,8-bis(trifluoronnethyl)quinoline (0.500 g) and piperazine (7.19 g), and in the same manner as 
in Example 189 (1), 1-[2,8-bis(trlfluoromethyl)-4-quinolyl]piperazine (0.519 g) was obtained as a pale-brown solid. 

(2) Using the above>mentioned compound (51 9 mg) and the title compound (406 mg) of Reference Example 12, 
and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-{4-[2,8-bls(trlfluoromethyl)- 
4-quinolyl]-1 -pipera2jnyl}-2-pyrrolldinylcarbonyl}-1 ,3-thiazolldine (631 mg) was obtained as a white powder. 

(3) Using the above-mentioned compound (547 mg), and in the same manner as in Example 186 (2). the title 
compound (362 mg) was obtained as a white powder. 

^H-NMR(DMSO-d6)S2.11 -2.45(1 H,m), 2. 86-3.20 (3H.m). 3.30-4.30(13H,m), 4.45-4.86(3H.m), 7.52{1H,s). 7.85 
(1H,t.J=8.4Hz), 8.31(1H,d,J=8.4Hz), 8.42(1 H,d,J=8.4Hz). 

Example 272 

[0392] Synthesis of 3-{(2S,4S)-4-[4-(2-trifluoromethyl-6-methoxy-4-quinolyl)-1-piperazinyl]-2-pyrroIidlnylcarbonyll- 
1 ,3-thiazolidine trihydrochloride 

(1) 4-Methoxyanillne (5.00 g) was dissolved in 75% phosphoric acid (20 mL) and ethyl trifluoroacetoacetate (7.48 
g) was dropwise added thereto at IIO^'C. The mixture was stirred at 110°C for 4 hr with heating. After allowing to 
cool, the reaction mixture was added to saturated aqueous natrim hydrogencarbonate solution, and the mixture 
was extracted with ethyl acetate. The extract was dried and the solvent was evaporated under reduced pressure. 
The residue was purified by silica gel chromatography to give 2-trifluoromethyl-4-hydroxy-6-methoxyqulnoline 
(0,450 g). 

(2) Using the above-mentioned compound (450 mg), and in the same manner as in Example 270 (1), 4-chloro- 
2-trifIuoromethyl-6-methoxyquinoline (410 mg) was obtained as a white powder. 

(3) Using the above-mentioned compound (0.41 0 g) and piperazine (1 .32 g), and in the same manner as in Example 
189 (1), 1-(2-trifluoromethyl-6-methoxy-4-quinolyl)piperazine (0.450 g) was obtained. 

(4) Using the above-mentioned compound (450 mg) and the title compound (430 mg) of Reference Example 12, 
and in the same manner as in Example 70 (1 ), 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(2-trif luoromethyl-6-methoxy- 
4-quinotyl)-1-piperazinyt]-2-pyrrolidinylcarbonyl}-1,3-thiazolidine (660 mg) was obtained as a white powder. 

(5) Using the above-mentioned compound (660 mg), and In the same manner as in Example 268 (3), the title 
compound (290 mg) was obtained as a white powder 

1 H-NMR(DMSO-d6)52.34-2.54(1H.m), 2.93-3.21 (3H.m). 3.31-4.30(13H,m), 3.97(3H,s), 4.45-4.85(3H,m), 7.31 
(1H,d.J=2.7Hz). 7.38(1H.s), 7.55(1 H,dd,J=9.3,2.7Hz). 8.06(1 H,d.J=9.3Hz). 9.18(1H.brs), 11.84(1H,brs). 12.78 
(IH.brs). 

Example 273 

[0393] Synthesis of 3-{(2S,4S)-4-[4-(2-trifluoromethyl-7-methoxy-4-quinolyl)-1 -piperazinyl]-2-pyrrolidinylcarbonyl}- 
1 ,3-thiazolidine dihydrochloride 

(1 ) Using 3-methoxyaniline (20.0 g) and ethyl trifluoroacetoacetate (29.9 g), and in the same manner as in Example 
269 (1), 2-trifluoromethyl-4-hydroxy-7-methoxyquinoline (860 mg) was obtained. 

(2) Using the above-mentioned compound (850 mg), and In the same manner as In Example 269 (2), 4-chloro- 
2-trifIuoromethyl-7-methoxyquincline (820 mg) was obtained as a white powder 

(3) Using the above-mentioned compound (0.820 g) and piperazine (4.00 g), and in the same manner as in Example 
189 (1), 1-(2-trifluoromethyl-7-methoxy-4-quinolyl)piperazine (0.840 g) was obtained. 

(4) Using the above-mentioned compound (0.830 g) and the title compound (0.800 g) of Reference Example 12, 
and in the same manner as In Example 70 (1 ), 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(2-trlf luoromethyl-7-methoxy- 

4-quinolyl)-1-piperazinyl]-2-pyrrolidlnylcarbonyI)-1 ,3-thiazoIidlne (1 .25 g) was obtained as a white powder 

(5) Using the above-mentioned compound (1.24 g), and in the same manner as in Example 268 (3), the title 
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compound (0.900 g) was obtained as a white powder. 

^H-NMR(DMSO-d6)52.28-2.48(1H,m), 2.95-3.20(3H,m), 3.21-3.97(12H.m), 3.95(3H,s), 4.03-4.24(1 H,m), 

4.44- 4.83(3H,m), 7.25(1 H.s), 7.36(1 H,dd,J=9.9,2.6H2), 7.51(1H,d,J=2.6H2). 8.04(1 H,d,J=9.9Hz). 9.16(1H,brs), 
11.69(1H,brs), 

5 

Example 274 

[0394] Synthesis of 3-{(2S,4S)-4-[4-(2-trlfluoromethyl-8-methoxy-4-qulnolyl)-1 -plperazlnyl]-2-pyrrolidinylcarbonyl}- 
1 ,3-thlazoljdlne dlhydrochlorlde 

10 

(1 ) Using 2-methoxyanlline (1 0.0 g) and ethyl trifluoroacetoacetate (1 4.5 g), and In the same manner as in Example 
269 (1), 2-trlfluoromethyl-4*hydroxy-8-methoxyqulnollne (2.03 g) was obtained. 

(2) Using the above-mentioned compound (2.00 g), and In the same manner as In Example 269 (2), 4-chloro- 
2-trifluoromethyl-8-methoxyquinoIine (1 .95 g) was obtained as a white powder. Using the above-mentioned com- 

15 pound (1.95 g) and piperazine (8.00 g), and in the same manner as In Example 189 (1). 1 -(2-trif luoromethyl- 

8-methoxy-4-quinolyl)piperazine (2.14 g) was obtained. 

(4) Using the above-mentioned compound (1 .60 g) and the title compound (1 .01 g) of Reference Example 12, and 
in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(2-trifluoromethyl-8-methoxy- 
4-quinolyl)-1-piperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (1 .01 g) was obtained as a white powder. 
20 (5) Using the above-mentioned compound (1.01 g), and In the same manner as In Example 268 (3), the title 

compound (0.640 g) was obtained as a white powder. 

iH-NIVIR(DMSO-d6)52.15-2.39(1H,m), 2.80-3.1 9(3H,m), 3.20-4.1 8(1 3H,m), 3.99(3H,s), 4.40-4.78(3H,m), 
7.29-7.33(1 H.m), 7.35(1 H,s), 7.60-7.69(2H.m), 9.14(1 H.brs), 10.71(1H,brs), 12.61(1H,brs). 

25 Example 275 

[0395] Synthesis of 3-{(2S,4S)-4-[4-(8-fluoro-2-trlfluoromethyl-4-quinolyl)-1-piperazinyl]-2-pyrrolidinylcarbonyl}- 
1 ,3-thlazolldine dlhydrochlorlde 

30 (1 ) 2-Fluoroanlline (1 0.0 g), ethyl trifluoroacetoacetate (1 6.6 g) and concentrated hydrochloric acid (0.1 mL) were 

dissolved In benzene (40 mL), and the mixture was refluxed in a reaction vessel equipped with Dean-Stark trap 
for 7 hr. The reaction mixture was concentrated under reduced pressure and 75% phosphoric acid (40 mL) was 
added thereto. The mixture was stirred at 110°C for 5 hr. The reaction mixture was added to water, neutralized 
with sodium hydrogencarbonate, and extracted with ethyl acetate. The extract was concentrated under reduced 
35 pressure to give 8-fluoro-4-hydroxy-2-trifluoromethylqulnoline (1 .77 g). 

(2) Using the above-mentioned compound (1 .77 g), and in the same manner as in Example 269 (2), 4-chloro- 
8-fluoro-2-trifluoromethylquinoline (1 .70 g) was obtained as a white powder 

(3) The above-mentioned compound (1.45 g), piperazine (0.5 g) and N,N-dllsopropylethylamlne (0.751 g) were 
dissolved in DMF (25 mL), and the mixture was stirred at 70°C for 6.5 hr. The reaction mixture was added to water, 

40 and the mixture was extracted with chloroform. The extract was concentrated under reduced pressure and the 

residue was purified by sHtea gel chromatography to give 1 -(8-fluoro-2-trif luoromethyl-4-qulnolyl)plperazine (0.1 87 

g). 

(4) Using the above-mentioned compound (186 mg) and the title compound (187 mg) of Reference Example 12. 
and in the same manner as In Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(8-fluoro-2-trifluoromethyl- 

45 4-quinolyl)-1 -piperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (302 mg) was obtained as a white powder. 

(5) Using the above-mentioned compound (302 mg), and In the same manner as In Example 186 (2), the title 
compound (150 mg) was obtained as a white powder. 

^H-NMR(DMSO-d6)52.23-2.48(1H,m), 2.91-3,20(3H,m), 3.21 -3.89(1 IH.m), 3.90-3.99(1 H.m), 4.00-4.22(1 H.m), 

4.45- 4.85(3H,m). 7.46(1H.s), 7.65-7.78(2H,m), 7.89-8.01 (IH.m), 9.16{1H,brs), 11.02(1H.brs). 

so 

Example 276 

[0396] Synthesis of 3-{(2S,4S)-4-[4-(6-chloro-2-trifluoromethyl-4-quinolyl)-1-plperazinyl]-2-pyrrolidinylcarbonyl}- 
1 ,3-thlazo!ldine dlhydrochlorlde 

55 

(1) 4-Chloroanillne (5.00 g) was dissolved in 75% phosphoric acid (20 mL), and ethyl trifluoroacetoacetate (8.60 
g) was dropwise added thereto at 110°C. The mixture was stirred at 110^*0 for 4 hr, and then at 130**C for 7 hr. 
After allowing to cool, water was added thereto. The precipitated solid was collected by filtration to give 2-trifluor- 
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omethyI-4-hydroxy-6-methoxyqurnoline (0.800 g). 

(2) Using the above-mentioned compound (800 mg) and in the same manner as in Example 270 (1 ), 4,6-dichloro- 
2-trifluoromethylquinoline (540 mg) was obtained as a white powder. 

(3) Using the above-mentioned compound (0.54 g) and piperazine (1 .50 g), and in the same manner as in Example 
5 189 (1), 1-(6-chloro-2-trifluoromethyl-4-quinolyl)pipera2lne (0.490 g) was obtained. 

(4) Using the above-mentioned compound (480 mg) and the title compound (460 mg) of Reference Example 12, 
and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(6-chloro-2-trifluoromethyl- 
4-quinolyl)-1-pipera2lnyl]-2-pyrrolldlnylcait)onyl}-1,3-thiazolidine (740 mg) was obtained as a white powder. 

(5) Using the above-mentioned compound (730 mg), and in the same manner as in Example 268 (3), the title 
10 compound (550 mg) was obtained as a white powder. 

^H-NMR(DMSO-d6)52.45-2,70(1H,m),2.80-4.06(14H,m),4.39-4.78(5H,m),7.42(1H,s), 7.90(1 H,d,J=9.0H2), 8.08 
(1H,d,J=2.7Hz), 8.14(1H,dd,J=9.0H2,2.7Hz), 9.10(1H.brs), 1 0.08(1 H.brs). 

Example 277 

15 

[0397] Synthesis of 3-{(2S,4S)-4-[4-(8-chloro-2-tr!fluoromethyl-4-quinolyl)-1-piperazlnyl]-2-pyrrolidinylcarbonyl}- 
1 ,3-thiazo!idine dihydrochloride 

(1) Using 2-chloroaniline (20.0 g), and in the same manner as in Example 275 (1), 8-chIoro-4-hydroxy-2-trifluor- 
20 omethylquinoline (3.20 g) was obtained. 

(2) Using the above-mentioned compound (3.17 g), and in the same manner as in Example 269 (2), 4,8-dichloro- 
2-trifluoromethylquinoline (2.30 g) was obtained as a white powder. 

(3) Using the above-mentioned compound (2.30 g), and in the same manner as in Example 275 (3), 1-(8-chloro- 
2-trifluoromethyi-4-quinolyl)piperazine (0.950 g) was obtained. 

25 (4) Using the above-mentioned compound (0.950 g) and the title compound (0.900 g) of Reference Example 12, 

and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(8-chloro-2-trifluoromethyl- 
4-quinolyl)-1-piperazlnyl]-2-pyrrolidinylcarbonyl}-1 ,3-thia2olidine (1 .20 g) was obtained as a white powder. 
(5) Using the above-mentioned compound (1.18 g), and In the same manner as in Example 268 (3), the title 
compound (0.790 g) was obtained as a white powder. 

30 iH-NI\/IR(DMSO-d6)52.22-2.53(1H,m), 2.90-3.23,(3H,m), 3.24-3.89(1 IH.m), 3.90-4.01 (1H,m). 4.07-4.22(1 H,m) 

4.44-4.85(3H.m), 7.49(1H,s), 7.62-7.75(1 H.m), 7.99-8.1 8(2H,m), 9.18(1H.brs), 11 .09{1H,brs). 

Example 278 

35 [0398] Synthesis of 3-{(2S,4S)-4-[4'(4-cyano-1-isoquinolyl)-1-piperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine 
trihydrochioride 

(1) 4-Bromo-1-hydroxyisoquinoline (1 .56 g) was dissolved in N-methyl-2-pyrrolidine (25 mL), and copper cyanide 
(1 .56 g) was added thereto. The mixture was stirred at 1 80**C for 4 hr with heating. The reaction mixture was added 

40 to cool to 1 00°C and added to an aqueous solution (1 25 mL) of sodium cyanide (31 .25 g). The mixture was extracted 

with d Ich I orom ethane and the extract was dried and concentrated under reduced pressure. The residue was pu- 
rified by silica gel chromatography to give 4-cyano-1 -hydroxyisoquinollne (0.62 g) as a pale-yellow solid. 

(2) The above-mentioned compound (91 6 mg) was dissolved in phosphorus oxychlorlde (1 0 mL), and the mixture 
was stirred at 70°C for 5 hr with heating. Phosphorus oxychloride was evaporated under reduced pressure, and 

45 saturated aqueous sodium hydrogencarbonate solution was added to the residue. The mixture was extracted with 

ethyl acetate, and the extract was washed with brine, dried and concentrated under reduced pressure. The residue 
was purified by silica gel chromatography to give 1 -chloro-4-cyanoisoquinoiine (704 mg) as a white solid. 

(3) Piperazine (4.6 g) was melted by heating at ^AO'*C and the above-mentioned compound (0.500 g) was added 
thereto. The mixture was stirred at 140°C for 2 hr and water was added to the reaction mixture. The mixture was 

so extracted with chloroform, and the extract was washed with brine, dried and concentrated under reduced pressure 
to give 1-(4-cyano-1-isoquinolyl)piperazine (0.491 g) as a 6ark brown solid. 

(4) Using the above-mentioned compound (252 mg) and the title compound (300 mg) of Reference Example 12, 
and in the same manner as in Example 70 (1), 3-{(2S.4S)-1-te^t-butoxycarbonyl-4-[4-(4-cyano-1-isoquinolyl)-1-pip- 
erazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (494 mg) was obtained as a pale-yellow solid. 

55 iH-NMR(CDCl3)51.41(4.5H,s), 1 .46(4.5H,s), 1. 87-2.02(1 H,m), 2.41 -2.55(1 H,m), 2.61-2.80(4H,m), 2.84-3.32(3H, 

m), 3,35(1 H,dt,J=2.7,10.0Hz), 3.62-4,1 6(7H,m), 4.40-4.82(3H,m), 7.59(1 H,t,J=8.1 Hz), 7.77(1 H,t,J=8. 1Hz), 8.01 
(1H,d,J=8.1Hz), 8.07(1 H,d,J=8.1 Hz), 8.46(1 H,s). 

(5) The above-mentioned compound (490 mg) was dissolved in tetrahydrofuran (5 mL), and 4 mol/L hydrochloric 
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acid-ethyl acetate (2.5 mL) was added thereto. The mixture was stirred at room temperature for 14 hr. The pre- 
cipitated solid was collected by filtration and recrystalllzed from ethanol to give the title compound (202 mg) as a 
pale-brown powder. 

iH-NMR(DMSQ-d6)S2.26-2.43(1H,m), 2.93-4.20(1 6H.m), 4.44-4.78(3H,m), 7.74-7.82(1 H,m)1 7.75-8.05(2H,m), 
5 8.22(1 H,d,J=8.4Hz), 8.69(1H,s), 9.16{1H,brs), 1 0.85(1 H.brs), 12.65(1 H.brs). 

Example 279 

[0399] Synthesis of 3-{(2S,4S)-4-[4-(4-chloro-1-isoquinolyl)-1 -piperazlnyl]-2-pyrrolldlnylcart)onyl)-1 .3-thiazolldine 
10 trihydrochlorlde 

(1) Using 1-ch!oro-1-hydroxyisoqulnoline (3.63 g), and In the same manner as In Example 278 (2), 1,4-dlchlorol- 
scquinollne (3.95 g) was obtained as a gray solid. 

(2) Piperazine (12.6 g) was melted by heating at UO^C, and the above-mentioned compound (2.78 g) was added 
15 thereto. The mixture was stirred* at 1 1 0°C for 1 hr. The reaction mixture was added to water and the mixture was 

extracted with chlorofomn. The extract was washed with brine, dried and concentrated under reduced pressure to 
give 1-(4-chloro-1-lsoquinolyl)plperazine (3.86 g) as a dark brown solid. 

(3) Using the above-mentioned compound (446 mg) and the title compound (450 mg) of Reference Example 12, 
and in the same manner as in Example 70 (1 ), 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(4-chloro-1 -isoquinolyl)-1 -pip- 

20 erazinyl]-2-pyrrolidinylcarbonyl)-1 ,3-thia2olidine (596 mg) was obtained as a white solid. 

(4) The above-mentioned compound (592 mg) was dissolved in 1.1 moI/L hydrochloric acid-methanol (10 mL), 
and the mixture was stirred at room temperature for 5 days. The reaction mixture was concentrated under reduced 
pressure, and ethanol (5 mL) was added thereto. The precipitated solid was collected by filtration to give the title 
compound (31 8 mg) as a pale-yellow powder. 

25 lH-NMR(DMSO-d6)52.32-2.46(1H,m), 2.95-4.20(1 6H,m), 4,43-4.78{3H,m), 7.74-7.82(1 H,m), 7.90-7.97(1 H.m), 

8.14(1 H,d,J=8.0H2), 8.23(1 H,d.J=8.3Hz), 8.30(1H,s), 9.17(1H,brs), 1 0.83(1 H,brs), 12.53(1 H.brs). 

Example 280 

30 [0400] Synthesis of 3-{(2S,4S)-4-[4-(4-bromo-1 -lsoquinolyl)-1 -plperazmyl]-2-pyrrolidinylcarbonyl}-1 .3-thiazolldlne 
trihydrochtoride 

(1) Using 1 -bromo-1-hydroxyisoquinoline (3.11 g), and in the same manner as in Example 278 (2), 4-bromo-1-chlo- 
roisoqu incline (3.00 g) was obtained as a pale-brown solid 
35 (2) Piperazine (6.94 g) was melted by heating at 140*C, and the above-mentioned compound (2.92 g) was added 

thereto. The mixture was stirred at 110°C for 1 hr. Water was added to the reaction mixture and the mixture was 
extracted with chloroform. The extract was dried and concentrated under reduced pressure to give 1-(4-bromo- 
1-isoqulnolyi)piperazine (2.52 g) as a dark brown solid. 

(3) Using the above-mentioned compound (488 mg) and the title compound (450 mg) of Reference Example 12, 
40 and in the same manner as in Example 70 (1), 3-{(2S,4S)-4-[4-(4-bromo-1-lsoqulnotyl)-1-tert-butoxycarbonyl- 

1-piperazinyl]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (753 mg) was obtained as a pale-yellow solid. 

(4) The above-mentioned compound (749 mg) was dissolved in 1 .1 mol/L hydrochloric acid-methanol (6 mL), and 
the mixture was stinted at room temperature for 4 days. The precipitated solid was collected by filtration to give 
the title compound (135 mg) as a white powder 

45 lH-NMR(DMSO-d6)62.32-2.46(1H,m), 2.97-3.1 9(3H.m), 3.40-3.97(1 2H,m), 4.06-4.20(1 H,m) 4.45-4.78(3H,m), 

7.73-7.80(1 H,m). 7.89-7.97(1 H,m), 8.08(1 H,d,J=8.0Hz). 8,22(1 H,d,J=8.3Hz), 8.40(1 H,s), 9.17(1H,brs), 1 0.94(1 H, 
brs), 12.60(1 H,brs). 

Example 281 

50 

[0401] Synthesis of 3-{(2S,4S)-4-[4-(4-quinazolinyl)-1 -piperazlnyl]-2-pyrrol{dinylcarbonyl}-1 .3-thlazolidine trihydro- 
chlorlde 

(1) 4-Hydroxyquinazoline (3.76 g) and 2 drops of DMF were added to thionyl chloride (12 mL), and the mixture 
S5 was ref luxed for 2 hr. The reaction mixture was concentrated under reduced pressure, and the residue was added 

by small portions to piperazine (1 0 g) melted by heating at 1 40^0. Water and chlorofomn were added to the reaction 
mixture and an insoluble material was filtered off. The organic layer of the filtrate was separated and extracted 
with 1 mol/L hydrochloric acid. The aqueous layer was basified with aqueous sodium hydroxide solution, and the 
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mixture was extracted with cfitoroform and concentrated under reduced pressure to give 1-(4-qulnazolinyl)piper- 
azlne (1 .86 g) as a yeliow oil. 

(2) Using the above-mentioned compound (471 mg) and the title compound (601 mg) of Reference Example 12, 
and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(4-quina20linyf)-1-piperazi- 

5 nyl]-2-pyn^olidinylcarbonyl)-1 ,3-thiazolidine (543 mg) was obtained as a yellow powder. 

(3) Using the above-mentioned compound (543 mg), and in the same manner as in Example 186 (2), the title 
compound (40 mg) was obtained as a white powder. 

^H-NMR(DMSO-d6)52.00-2.30(1H,m). 2.80-3.00(1 H,m), 3.00-4.85(1 8H,m), 7.66-7.81 (1H,m), 7.93-8.1 2(2H,m), 
8.24(1 H,d.J=8.4Hz) 8.95(1 H.brs), 9.09(1 H.brs), 10,84(1 H,brs). 

10 

Example 282 

[0402] Synthesis of 3-{(2S,4S)-4-[4-(2-trif luoromethyl-4-quinazolinyl)-1 -plperazinyl]-2-pyrrolidlnylcarbonyl}-1 ,3-thia- 
zolidine 

15 

(1 ) 2-Amino benzamide (1 3.6 g) was dissolved in 1 ,4-dioxane (50 mL) and trifluoroacetic acid anhydride (1 6.8 mL) 
was dropwise added thereto under Ice-cooling. After stirring at room temperature for 1 hr, the reaction mixture was 
concentrated under reduced pressure. Acetic acid (50 mL) was added to the residue and the mixture was refluxed 
for 2 hr. After allowing to cool, the precipitated solid was collected by filtration and washed with diethyl ether to 

20 give 4-hydroxy-2-trifluoromethylquinazoline (11 .9 g) as a white powder. 

(2) The above-mentioned compound (5 g) and 2 drops of DMF were added to thionyl chloride (30 mL), and the 
mixture was refluxed for 1 hr. The reaction mixture was concentrated under reduced pressure, and the residue 
was added to a solution of piperazlne (6.03 g) in DIVIF (60 mL). The mixture was stirred at room temperature for 
1 hr and then at 60°C for 30 min. The reaction mixture was concentrated under reduced pressure, and water and 

25 chlorofonm were added thereto. An insoluble material was filtered off. The organic layer of the filtrate was separated 

and extracted with 1 mol/L hydrochloric acid. The aqueous layer was basified with aqueous sodium hydroxide 
solution, and the mixture was extracted with chloroform. The extract was concentrated under reduced pressure to 
give 1-(2-trifluoromethyl-4-quinazolinyl)piperazine (3.75 g) as a pale-yellow solid. 

(3) Using the above-mentioned compound (1.13 g) and the title compound (0.901 g) of Reference Example 12, 
30 and In the same manner as In Example 70 (1), 3-{(2S,4S)-1-tert-butoxycariDonyl-4-[4-(2-trifluoromethyl-4-quina- 

zolinyl)-1-piperazinyl]-2-pyrrolidinylcarbonyl}-1,3-thiazolidine (1.51 g) was obtained as a yellow powder, 

(4) Using the above-mentioned compound (1.51 g), and in the same manner as in Example 186 (2), hydrochloride 
of the title compound was obtained. Aqueous sodium hydroxide solution was added thereto, and the mixture was 
extracted with chlorofonn. The extract was concentrated under reduced pressure and the residue was purified by 

35 HPLC to give the title compound (450 mg) as a yellow powder. 

1H-NMR(CDCI3)51 .68-1 .76(1 H,m), 2.34-2.49(1 H,m), 2.57-2.B0(4H.m), 2.91 -3.23(5H,m), 3.60-4.07(7H,m), 
4.42-4.74(2H,m), 7.54(1 H,t,J=7.8Hz), 7.80(1 H,t,J=7.8Hz), 7.91(1H,dd,J=7.8,0.8Hz), 8.01(1H,dd.J=7.8,0,8Hz). 

Example 283 

40 

[0403] Synthesis of 3-{(2S,4S)-4-[4-(2-phenyl-4-qulnazolinyl)-1 -piperazinyl]-2-pyrrolldinylcarbonyl)-1 ,3-thiazolldine 
trihydrochloride 

(1) Piperazlne (3.22 g) was dissolved in DMF (830 mL), and4-chloro-2-phenylqulnazoline (3 g) was added thereto. 

45 The mixture was stirred at room temperature for 6 hr The reaction mixture was concentrated under reduced pres- 

sure, water and chlorofonn were added to the residue and an insoluble material was filtered off. The organic layer 
of the filtrate was separated and extracted with 1 mol/L hydrochloric acid. The aqueous layer was basified with 
aqueous sodium hydroxide solution, and the mixture was extracted with chlorofonn. The extract was concentrated 
under reduced pressure to give 1-(2-phenyl-4-quinazolinyl)piperazine (2.27 g) as a white solid. 

so (2) Using the above-mentioned compound (1 .16 g) and the title compound (0.901 g) of Reference Example 12, 

and In the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycart3onyl-4-[4-(2-phenyl-4-qulnazollnyl)- 
1 -piperazinyl]-2-pyrrolidinylcart3onyl}-1 ,3-thiazolidine (1 .66 g) was obtained as a white powder. 
(3) Using the above-mentioned compound (1.66 g), and in the same manner as in Example 186 (2), the title 
compound (1 .21 g) was obtained as a white powder. 

S5 lH-NMR(DMSO-d6)52.1 7-2.38(1 H,m), 2.85-3.1 8(3H,m), 3.30-4.90(1 6H,m). 7.56-7.80(4H,m), 8.04(1 H.t,J=8.2Hz), 

8.22(1 H,d,J=8.2Hz), 8.33(1 H,d.J=8.2H2). 8.53(2H,d,J=8.4Hz), 9.16(1 H.brs). 
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Example 284 

[0404] Synthesis of 3-{(2S,4S)-4-[4-(5-cyano-2-pyridyl)-2-oxo-1 -pipera2inyl]-2-pyrrolidinylcarbonyl}-1 ,3-thlazolldine 
dihydrochloride 

5 

(1) Using the title compound (2.10 g) of Reference Example 12 and 2-aminoacetaldehyde diethyl acetal 0.984, 
and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(2,2-diethoxyethyl)amlno]- 
2-pyrrolidjnytcarbonyl}-1,3-thiazolidine (3.57 g) was obtained as a pale-yellow oil. 

(2) The above-mentioned compound (3.56 g) and N-benzyloxycarbonylglycine (1 .54 g) were dissolved in DMF (30 
10 naL), and HOBT (1 .39 g) and EDC hydrochloride (1 .61 g) were successively added thereto. The mixture was stirred 

at room temperature for 2 days. The reaction mixture was concentrated under reduced pressure, and 0.5 moi/L 
hydrochloric acid was added to the residue. The mixture was extracted with chlorofomn. The extract was washed 
with saturated aqueous sodium hydrogencartDonate solution and brine, dried and concentrated under reduced 
pressure. The residue was purified by silica gel chromatography to give 3-((2S,4S)-4-{N-[2-(1-benzyloxycarbo- 
'5 nylamino)acetyl]-N-(2,2-dlethoxyethyl)amino}-2-pyrrolidinylcarbonyl)-1 -tert-butoxycarbonyl-1 ,3-thiazolidine (2.77 

g) as a pale-brown oil. 

(3) The above-mentioned compound (2.77 g) and p-toluenesulfonic acid monohydrate (0.164 g) were dissolved 

in toluene (100 mL), and the solution was heated at 70*'C for 7 hr. The reaction mixture was added to saturated 
aqueous sodium hydrogencarbonate solution, and the mixture was extracted with ethyl acetate. The extract was 

20 dried and concentrated under reduced pressure. The residue was dissolved in methanol (50 mL), and ammonium 

fomriate (1 .44 g) and 1 0% palladium/carbon (1 .93 g) were added thereto. The mixture was heated at 1 00**C for 2 
days. Furthemnore, ammonium fonmate (1 .44 g) and 10% palladium/carbon (1 .93 g) were added thereto, and the 
mixture was stirred at 100°C for 1 day with heating. The reaction mixture was filtrated and the filtrate was concen- 
trated under reduced pressure. Saturated aqueous sodium hydrogencarbonate solution was added to the residue, 

25 and the mixture was extracted with chlorofomi. The extract was washed with brine, dried and concentrated under 

reduced pressure. The residue was purified by silica gel chromatography to give 3-[(2S,4S)-1-tert-butoxycarbonyl- 
4-(2-oxo-1-piperazinyl)-2-pyrrolidinylcariDonyl]-1 ,3-thiazolidine (0.237 g) as a white solid. 

(4) The above-mentioned compound (237 mg) and N,N-diisopropylethylamine (0.32 mL) were dissolved in N- 
methyl-2-pyrrolidone (5 mL), and 2-chloro-5-cyanopyridine (145 mg) was added thereto. The mixture was heated 

30 at 80^C for 4 hr. The reaction mixture was added to saturated aqueous sodium hydrogencarisonate solution, and 

the mixture was extracted with ethyl acetate. The extract was washed with brine, dried and concentrated under 
reduced pressure. The residue was purified by silica gel chromatography' to give 3-{{2S,4S)-1 -tert-butoxycartDonyl- 
4-[4-(5-cyano-2-pyridyl)-2-oxo-1-piperazinyl]-2-pyrrolidinylcariDonyl}-1 ,3-thiazolidine (425 mg) as a pale-brown oil. 
1H-NIV1R(CDCI3)51 .42(4.5H,s), 1 .44(4.5H,s), 1 .93-2. 10(1 H,m), 2.43-2.58(1 H,m), 2.94-3.22(2H,m), 3.43-4.06(8H, 

35 m), 4.24(2H,s), 4.40-4.92(3H,m), 5.20-5.38(1 H,m), 6.52(1 H,d,J=8.9Hz), 7.70(1 H,dd,J=8.9.2.1 Hz), 8.45(1H,d. 

J=2.1Hz). 

(5) The above-mentioned compound (422 mg) was dissolved in ethyl acetate (1 mL), and 4 mol/L hydrochloric 
acid-ethyl acetate (1 .2 mL) was added thereto. The mixture was stirred at room temperature for 1 8 hr. The pre- 
cipitated solid was collected by filtration to give the title compound (217 mg) as a white powder 

40 iH-NMR(DMSO-d6)51 .86-1 .96(1 H,m), 2.1 4-2.23(1 H,m), 2.60-2.75(1 H,m), 3.12(1 H,t,J=6.2Hz), 3.25-4.32(1 0H,m), 

4.47(1 H,t,J=10.0Hz). 4.55-4.77(2H,m), 4.95-5.10(1 H,m). 7.93(1 H,d,J=9.0Hz), 7.93(1 H.dd,J=9.0,2.2Hz), 8.54(1 H, 
d,J=2.2Hz), 8.79(1 H,brs), 1 0.29(1 H.brs). 

Example 285 

45 

[0405] Synthesis of 3-{(2S,4S)-4-[4-(5-cyano-2-pyridyl)-3-oxo-1 -pipera2lnyl]-2-pyrrolldinylcari3onyl}-1 ,3-thiazolidine 
dihydrochloride 

(1) N-(5-Cyano-2-pyridyl)ethylenediamine (10.0 g) and triethylamine (9.5 mL) were dissolved in tetrahydrofuran 
so (300 mL), and ethyl 2-bromoacetate (6.9 mL) was added thereto under ice-cooling. The mixture was stirred at 

room temperature for 21 hr. Dl-tert-bulyl dicarbonate (1 4.2 mL) was added to the reaction mixture, and the mixture 
was further stirred at room temperature for 21 hr. The reaction mixture was filtrated and the filtrate was concentrated 
under reduced pressure. The residue was purified by silica gel chromatography to give N-tert-butoxycarbo- 
nyl-N'-(5-cyano-2-pyridyl)-N-(ethoxycarbonylmethyl)ethylenediamine (17.3 g) as a white solid. 
55 (2) The above-mentioned compound (1 7.3 g) was dissolved in 1 ,4-dtoxane (220 mL), and 1 mol/L aqueous sodium 

hydroxide solution (75 mL) was added thereto.' The mixture was stirred at room temperature for 1 3 hr. The reaction 
mixture was concentrated under reduced pressure, and 1 0% aqueous citric acid solution was added to the residue. 
The mixture was extracted with ethyl acetate. The extract was washed with brine, dried, concentrated under re- 
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duced pressure and crystallized from diethyl ether-hexane to give N-tert-butoxycarbonyl-N-(carboxymethyl) 
-N'-(5-cyano-2-pyridyl)ethylenediamine (11 .7 g) as a white solid. 

(3) The above-mentioned compound (3.20 g) and triethylamine (2.8 mL) were dissolved in tetrahydrofuran (60 
mL), and HOBT (1.84 g) and EDC hydrochloride (2,30 g) were successively added. The mixture was stirred at 

5 room temperature for 6 hr. The reaction mixture was concentrated under reduced pressure, and saturated aqueous 

sodium hydrogencarbonate solution was added to the residue. The mixture was extracted with ethyl acetate. The 
extract was washed with brine, dried and concentrated under reduced pressure to give 4-tert-butoxycarbonyl* 
1-(5-cyano-2-pyridyl)-2-oxoplperazine (2.34 g) as a white solid. 

(4) The above-mentioned compound (2.34 g) was dissolved in dichloromethane (50 mL), and trifluoroacetic acid 
10 (25 mL) was added thereto under ice-cooling. The mixture was stirred for 1 hr. The reaction mixture was concen- 
trated under reduced pressure, and saturated aqueous sodium hydrogencarbonate solution was added to the 
residue. The mixture was extracted with chloroform. The extract was washed with brine, dried and concentrated 
under reduced pressure to give 1-(5-cyano-2-pyridyl)-2-oxopiperazine (1 .02 g) as a white solid. 

(5) Using the above-mentioned compound (667 mg) and the title compound (901 mg) of Reference Example 12, 
15 and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(5-cyano-2-pyridyl)-3-oxo- 

1-piperazinyll-2-pyrrolidlnylcarbonyl}-1,3-thiazolidine (976 mg) was obtained as a white solid. 
1H-NMR(CDC13)51.41(4.5H,S), 1.46(4.5H,s), 1. 86-2.02(1 H,m), 2.42-2,65(1 H,m). 2.78-4.83(1 6H,m). 7.91(1H,dd, 
J=:8.8.2.1Hz), 8.37(1 H,d,J=8.8H2). 8.68(1 H,d,J=2.1 Hz). 

(6) The above-mentioned compound (972 mg) was dissolved in ethyl acetate (5 mL), and 4 mol/L hydrochloric 
20 acid-ethyl acetate (5 mL) was added thereto. The mixture was stirred at room temperature for 1 7 hr. The precipitated 

solid was collected by filtration to give the title compound (789 mg) as a white powder. 

^H-NMR(DI\/ISO-d6)61 .95-2.1 0(1 H,m), 2.80-2.94(1 H.m) 3.02-3.45(5H,m). 3.50-4.1 5(8H,m), 4.4-4.8(3H,m), 8.21 
(1H,d,J=8.9H2), 8.32(1 H,dd,J=8.9,2.3Hz), 8.87-9.06(2H,m). 10,61(1H,brs). 

25 Example 286 

[0406] Synthesis of 3-[(2S,4S)-4-(4-methoxycarbonylpiperidino)-2-pyrrolidinylcarbonyl]-1,3-thia2olidine dihydro- 
chloride 

30 (1) Using methyl isonipecotinate (0.466 g) and the title compound (0.89 g) of Reference Example 12, and in the 

same manner as in Example 70 (1), 3-[(2S,4S)-1-tert-butoxycarbonyl-4-(4-methoxycarbonylpiperidino)-2-pyn'olid- 
inylcarbonyl]-1 ,3-thiazolidine (1 .1 9 g) was obtained as a white powder 

(2) Using the above-mentioned compound (166 mg), and In the same manner as in Example 133 (2), the title 
compound (132 mg) was obtained as a white powder. 
35 iH-NMR(500MHz,DMSO-de)61.88-2.13(4H,m), 2.15-2.35(1 H,m), 2.56-2.76(1 H,m), 2.85-3.20(5H,m), 3.43-4.00 

(7H,m), 3.64(3H,s), 4.47-4.73(3H,m), 9.20(1 H.brs), 1 0.70(1 H.brs), 11.98(1H.brs). 

Example 287 

40 [0407] Synthesis of 3-{(2S,4S)-4-[4-(4-nitrophenyl)piperidino]-2-pyn-olidinylcarbonyl)-1,3-thia2olidine dihydrochlo- 
ride 

(1) Using 4-(4-nitrophenyl)piperidine (625 mg) and the title compound (606 mg) of Reference Example 12, and in 
the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(4-nitrophenyl)piperldino]-2-pyrro- 

45 lidinyIcarbonyl}-1 ,3-thiazolldine 387 mg) was obtained as a pale-yellow solid. 

(2) Using the above-mentioned compound (387 mg), and in the same manner as in Example 133 (2), the title 
compound (240 mg) was obtained as a white powder. 

lH-NMR(500MHz,DMSO-d6)51.95-2.38(5H,m), 2.90-3.28(6H,m), 3.51-4.08(7H,m), 4.48-4.75(3H,m), 7.54(2H,d, 
J=8.1Hz), 8.22(2H,d.J=8.1H2), 9.20(1 H,brs), 1 0.60(1 H.brs), 12.07(1 H,brs). 

30 

Example 288 

[0408] Synthesis of 3-{(2S,4S)-4-[4-(2-pyrimidinyl)piperidino]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine dihydrochlo- 
ride 

55 

(1 ) 4-Cyanopyridine (50.0 g) was suspended in methanol (50 mL), and 28% sodium methoxide-methanol solution 
(4.14 mL) was added thereto. After stirring at room temperaturefor 15 min, ammonium chloride (25.7 g) was added 
to the mixture. The mixture was stirred at room temperature for 24 hr. Acetone (200 mL) was added to the reaction 
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mixture, and the precipitated solid was collected by filtration to give 4-amidlnopyridine hydrochloride (62.8 g) as a 
white solid. 

(2) The above-mentioned compound (5.00 g) and 3-dimethylamino-2-propenal (3.18 g) were suspended in meth- 
anol (30 mL), and 28% sodium methoxide-methanol solution (13.8 mL) was added thereto. The mixture was re- 

5 fluxed for 1 2 hr. The reaction mixture was filtrated and the filtrate was concentrated under reduced pressure. Water 

was added to the residue, and the mixture was extracted with chloroform. The extract was washed with brine and 
dried, and the solvent was evaporated under reduced pressure. The residue was purified by silica gel chromatog- 
raphy to give 4-(2*pyrimidiny)pyridlne (3.45 g) as a slightly yellow solid. 

(3) The above-mentioned compound (3.14 g) was dissolved in acetonitrile (50 mL), and benzyl chloride (4.60 mL) 
10 was added thereto. The mixture was refluxed for 16 hr. The reaction mixture was concentrated to about 10 mL, 

and diethyl ether (10 mL) was added thereto. The precipitated solid was collected by filtration to give 1-benzyl- 
4-(2-pyrlmldinyl)pyrldlne hydrochloride (5.61 g) as a white solid. 

(4) The above-mentioned compound (5.50 g) was suspended In ethanol (20 mL), and sodium borohydride (1 .47 
g) was added thereto under Ice-cooling. The mixture was stirred at room temperature for 1 .5 hr and water was 

IS added to the reaction mixture. The mixture was extracted with ethyl acetate, and the extract was washed succes- 

sively with water and brine, and dried. The solvent was evaporated under reduced pressure. The residue was 
purified by silica gel chromatography to give 1-benzyl-4-(2-pyrimidinyl)-1,2,3,6-tetrahydropyrldine (4.10 g) as a 
slightly yellow solid. 

(5) The above-mentioned compound (4.10 g) was dissolved in ethanol (100 mL), and the mixture was stirred at 
20 room temperature in the presence of 1 0% palladium carbon (1 .1 0 g) under a hydrogen atomosphere (1 atm). The 

reaction mixture was filtrated and the filtrate was concentrated under reduced pressure. The residue was purified 
by silica gel chromatography to give 1-benzyl-4-(2-pyrimidinyl)plperidlne (3.33 g) as a colorless transparent oil. 

(6) The above-mentioned compound (3.33 g) was dissolved in dichloromethane (25 mL), and a solution of 1-chlo- 
roethyl chlorocarbonate (1 .70 mL) In dichloromethane (5 mL) was added under ice-cooling. The mixture was re- 

25 fluxed for 30 min. The reaction mixture was concentrated under reduced pressure, and the residue was dissolved 

in methanol (25 mL). The solution was refluxed for 1 hr and 28% sodium methoxide-methanol solution (3.40 mL) 
was added to the reaction mixture. After filtration, the filtrate was concentrated under reduced pressure and the 
residue was purified by silica ge! chromatography to give 4-(2-pyrimidinyl)piperidine (1 .43 g) as a brown oil. 

(7) Using the above-mentioned compound (1 .43 g) and the title compound (2.39 g) of Reference Example 12, and 
30 In the same manner as In Example 70 (1), 3-{(2S,4S)-1-ten-butoxycarbonyl-4-[4-(2-pyrimidlnyl)plperidinoJ-2-pyr- 

rolidinylcarbonyl}-1,3-thia2olidlne (2.30 g) was obtained as a white solid. 

(8) Using the above-mentioned compound (895 mg), and in the same manner as in Example 167 (2), the title 
compound (227 mg) was obtained as a slightly yellow powder. 

iH-NMR(DMSO-d6)52.05-2,46(5H,m), 2.86-3.50(4H.m), 3.52-4.07(7H,m). 4.42-4. 79(3H,m), 7.42(1 H.t,J=5.1 Hz), 
35 8.82(2H,d,J=5.1Hz), 9.11(1H,brs), 11.01(1H,brs), 12.03(1 H,brs). 

Example 289 

[0409] Synthesis of 3-{{2S,4S)-4-(4-(5-ethyl-1 ,3,4-oxadiazol-2-yl)piperidino]-2-pyrrblidinylcarbonyl}-1 ,3-thiazolldine 
40 dihydrochloride 

(1) Ethyl isdnlpecotinate (51 .5 g) was dissolved in tetrahydrofuran (400 mL) and pyridine (40 mL), and a solution 
of benzyl chlorocarbonate (58.7 g) In tetrahydrofuran (50 mL) was dropwise added under ice-cooling. After stirring 
the mixture under ice-cooling for 1.5 hr, the solvent was evaporated under reduced pressure. Water was added 

45 to the residue, and the mixture was extracted with ethyl acetate. The extract was washed successively with dilute 

hydrochloric acid, saturated aqueous sodium hydrogencarbonate solution and brine, and dried. The solvent was 
evaporated under reduced pressure to give ethyl 1-benzyloxycartonylisonipecotinate (80.4 g) as an oil. 

(2) The above-mentioned compound (42.8 g) was dissolved in isopropanol (300 mL), and hydrazine monohydrate 
(43 mL) was added thereto. The mixture was refluxed for 10 hr. The solvent was evaporated under reduced pres- 
to sure, and the residue was washed with dilsopropyl ether and water to give 1 -benzyloxycarbonylisonlpecotic acid 

hydrazide (23.8 g) as a white solid. 

(3) The above-mentioned compound (3.52 g) was dissolved In tetrahydrofuran (50 mL) and pyridine (5 mL), and 
propionyl chloride (1 .21 mL) was added thereto under ice-cooling. The mixture was stirred for 4 hr. Water was 
added to the reaction mixture, and the precipitated solid was collected by filtration. This was suspended in 

55 1 ,2-dimethoxyethane (70 mL), and phosphorus oxychtoride (1 .40 mL) was added thereto. The mixture was refluxed 

for 4 hr. The reaction mixture was concentrated under reduced pressure, and saturated aqueous sodium hydro- 
gencarbonate solution was added to the residue. The mixture was extracted with chloroform, and the extract was 
dried and concentrated under reduced pressure. The residue was purified by silica gel chromatography to give 
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1-ben2yloxycarbonyl-4-(5-ethyl-1,3,4-oxadlazol-2-yl)ptperldine (2.29 g) as an oil. 

(4) Using the above-mentioned compound (2.29 g), and in the same manner as in Example 232 (5), 4-(5-ethyl- 
1 ,3,4-oxadiazol-2-yl)pipendlne hydrobromide (1 .90 g) was obtained as a white solid. 

(5) Using a free base (400 mg) of the above-mentioned compound and the title compound (553 mg) of Reference 

Example 12, and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(5-ethyl- 
1 ,3,4-oxadiazol-2-yl)piperidino]-2-pyrrolldinylcarbonyl}-1 ,3-thiazolidine (856 mg) was obtained as a white powder. 

(6) Using the above-mentioned compound (856 mg), and In the same manner as in Example 257 (3), the title 
compound (307 mg) was obtained as a white powder. 

^H-NMR(DMSO-d6)51 .25(3H,t,J=7.5Hz), 1 .90-2.44(5H,m). 2.84(2H.q,J=7.5Hz), 2.89-4.20(1 3H,m), 4.46-4.75(3H, 
m), 10.10(2H,brs), 12.1 5(1 H,brs). 

Example 290 

[0410] Synthesis of 3-((2S,4S)-4-{4-[5-(4-chlorophenyl)-1 ,3,4-oxadiazol-2-yl]piperidino}-2-pyrrolidinylcarbonyl)- 
1 ,3-thiazoIidine dihydrochloride 

(1 ) Using 4-chlorobenzoyl chloride (1 .40 \iL) and 1 -benzyloxycarbonylisonipecotic acid hydrazlde [product of Ex- 
ample 289 (2), 3.00 g], and in the same manner as in Example 289 (3), 1 -benzyloxycarbonyl-4-[5-(4-chlorophenyl)- 
1 ,3,4-oxadiazol-2-yl]piperidine (1 .26 g) was obtained as a white solid. 

(2) Using the above-mentioned compound (1 .26 g), and in the same manner as in Example 232 (5), 4-[5-(4-chlo- 
rophenyl)-1 ,3,4-oxadiazol-2-yl]piperidine hydrobromide (1 .09 g) was obtained as a white solid. 

(3) Using a free base (556 mg) of the above-mentioned compound and the title compound (530 mg) of Reference 
Example 12, and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(5-{4-chloroph- 
enyl}-1,3,4-oxadiazol-2-yl)piperidino]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (922 mg) was obtained as a white 
powder. 

(4) Using the above-mentioned compound (896 mg), and in the same manner as in Example 257(3), the title 
compound (739 mg) was obtained as a white powder. 

IH-NMR (500MHz.DMSO-d6)52.06-2.48(5H,m), 2.90-4.1 5(13H.m), 4.48-4.98(3H,m). 7.69(2H,d,J=7.4Hz), 8.01 
(2H,d,J=7.4Hz), 9.14(1H,brs), 10.92(1H,brs), 12.25(1 H.brs). 

Example 291 

[0411] Synthesis of 3-((2S,4S)-4-{4-[5-(3-pyridyl)-1 ,3,4-oxadiazol-2-yl]piperidino)-2-pyrrolidinylcarbonyl)-1 ,3-thia- 
zolidlne tri hydrochloride 

(1) Using nicotinoyi chloride (1.40 g) and the product (2.08 g) of Example 289 (2), and in the same manner as in 
Example 289 (3). 1-benzyloxycarbonyl-4-[5-(3-pyridyl)-1,3,4-oxadiazol-2-yl]piperidine (0.48 g) was obtained as a 
white solid. 

(2) Using the above-mentioned compound (477 mg), and in the same manner as In Example 232 (5), 4-[5-(3-pyri- 
dyl)-1 ,3,4-oxadiazol-2-yl]piperidine hydrobromide (435 mg) was obtained as a white solid. 

(3) Using a free base (256 mg) of the above-mentioned compound and the title compound (320 mg) of Reference 
Example 12, and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(5-{3-pyrldyl}- 
1 ,3,4-oxadlazol-2-yl)piperidino]-2-pyrrolidinylcarbonyl}-1 ,3-thlazolidine (425 mg) was obtained as a white powder. 

(4) Using the above-mentioned compound (425 mg), and in the same manner as in Example 257 (3), the title 
compound (430 mg) was obtained as a white powder. 

iH-NMR(500MHz,DMSO-d6)62.18-2.45(5H.m), 2.95-4.1 5(1 3H,m), 4.48-4.77(3H,m), 7.69(1 H,dd,J=8.2,5.1 Hz), 
8.40-8.47(1 H,m), 8.82-8.85(1 H,m), 9.12(1H,brs), 9.18.(1H,s). 10.88(1 H.brs), 1 2.20(1 H.brs). 

Example 292 

[0412] Synthesis of 3-((2S,4S)-4-{4-[5-(4-pyrldyl)-1 ,3,4-oxadlazol-2-yl]plperldino}-2-pyrrolidinylcarbonyl)-1 ,3-thia- 
zolidine trihydrochlorlde 

(1) Using isonicotinic acid chloride (1 .36 g) and the product (2.02 g) of Example 289 (2), and in the same manner 
as in Example 289 (3), 1 -benzyloxycarbonyl-4-[5-(4-pyridyl)-1 ,3,4-oxadiazol-2-yl]piperidine (0.287 g) was obtained 
as a white solid. 

(2) Using the above-mentioned compound (287 mg), and in the same manner as in Example 232 (6), 4-[5-(4-pyrl- 
dyl)-1,3,4-oxadiazol-2-yl]piperidine hydrobromide (211 mg) was obtained as a white solid. 
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(3) Using a free base (1 24 mg) of the above-mentioned compound and tlie title compound (1 57 mg) of Reference 
Example 12, and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(5-{4-pyridyl}- 

I , 3,4-oxadiazo!-2-yl)piperidino]-2-pyrrolidlnylcarbonyl}-1 ,3-thiazolldlne (269 mg) was obtained as a white powder. 

(4) Using the above-mentioned compound (268 mg), and in the same manner as in Example 257 (3), the title 
5 compound (242 mg) was obtained as a white powder 

lH-NMR(500MHz,DMSO-d6)52.10-2.46(5H,m), 2.92-4.08(1 3H,m), 4. 48-4, 72(3 H,m), 7,97(2H,brs), 8.85-8.87(2H, 
m), 9.13(1H,brs), 1 0.55(1 H.brs), 11.97(1H,brs). 

Example 293 

10 

[0413] Synthesis of 3-{(2S,4S)-4-[4-(5-oxo-4,5-dihydro-1,3,4-oxadiazol-2-yl)plpehdinol-2-pyrrolidinyIcarbonyl}- 
1 ,3-thiazoIidine dihydrochloride 

(1) 3-[(2S,4S)-1-tert-Butoxycarbonyl-4-(4-methoxycarbonylplperidino)-2-pyrrolidinylcarbonyl]-1,3-thiazolldine 
15 [product of Example 286 (1), 1 .01 g] was dissolved in methanol (10 mL) and water (10 mL), and 1 mol/L sodium 

hydroxide (3.54 mL) was added thereto under Ice-cooling. The mixture was stirred at room temperature for 3 hr. 
Methanol was evaporated under reduced pressure and dilute hydrochloric acid was added to the residue to adjust 
its pH to 7. The precipitated solid was collected by filtration to give 3-[(2S,4S)-1 -tert-butoxycarbonyl-4-(4-carboxy- 
lpiperidino)-2-pyrrolidinylcarbonyl]-1 ,3-thiazolidine (650 mg) as a white powder. 

20 (2) The above-mentioned compound (650 mg), HOBT (290 mg) and EDC hydrochloride (362 mg) were suspended 

In DMF (15 mL), and hydrazine monohydrate (114 \lL) was added thereto. The mixture was stirred at room tem- 
perature for 18 hr After DMF was evaporated under reduced pressure, saturated aqueous sodium hydrogencar- 
bonate solution was added to the residue and the mixture was extracted with chloroform. The extract was dried 
and concentrated under reduced pressure. The residue was dissolved in tetrahydrofuran (50 mL) and pyridine (5 

25 mL), and triphosgene (1 90 mg) was added thereto under ice-cooling. The mixture was stirred at room temperature 

for 2 days. Water was added to the reaction mixture, and the mixture was extracted with chiorofomri and dried. 
The solvent was evaporated under reduced pressure and the residue was purified by silica gel chromatography 
to give 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(5-oxo-4,6-dihydrO"1 ,3,4-oxadiazol-2-yl)piperidino]-2-pyrrolidinyI- 
carbonyl}-1,3-thiazolidine (104 mg) as a white solid. 

30 (3) Using the above-mentioned compound (104 mg), and in the same manner as in Example 257 (3), the title 

compound (80 mg) was obtained as a white powder 

iH-NMR(500MHz.DMSO-d6)61.82-2.32(5H,m),2.80-4.10(13H,m),4.47-4.72(3H,m),9.10(1H,brs),10.41(1H,brs), 

II. 86(1H,brs), 12.21(1H,brs). 

35 Example 294 

[0414] Synthesis of 3-{(2S,4S)-4-[4-(4-methyl-5-oxo-4,5-dihydro-1,3,4-oxadiazol-2-yl)piperidino]-2-pyrrolidlnylcarb- 
onyl)-1 ,3-thiazolidine dihydrochloride 

40 (1) The product (7.46 g) of Example 289 (2) was suspended in tetrahydrofuran (200 mL) and pyridine (20 mL), 

and tetrahydrofuran solution (20 mL) of triphosgene (3.0 g) was added thereto under ice-cooling. The mixture was 
stirred at room temperature for 1 8 hr The solvent was evaporated under reduced pressure, and water was added 
to the residue. The mixture was extracted with ethyl acetate. The extract was dried and concentrated under reduced 
pressure. The residue was purified by silica gel chromatography to give 1 -benzyloxycarbonyl-4-(5-oxo-4,5-dlhydro- 

45 1 ,3,4-oxadiazol-2-yl)piperidine (5.92 g) as an oil. 

(2) The above-mentioned compound (1 .02 g) was dissolved in DMF (15 mL), and potassium carbonate (0.700 g) 
and methyl iodide (320 p.L) were added thereto. The mixture was stirred at room temperature for 1 5 hr The reaction 
mixture was concentrated under reduced pressure, and water was added to the residue. The mixture was extracted 
with ethyl acetate. The extract was washed with brine, dried and concentrated under reduced pressure to give 

50 1 -benzyloxycarbonyl-4-(4-methyl-5-oxo-4,5-dihydro-1 ,3,4-oxadiazol-2-yl)piperidine (0.900 g) as an oil. 

(3) Using the above-mentioned compound (894 mg), and in the same manner as in Example 232 (5), 1 mol/L 
aqueous sodium hydroxide solution was added to the resulting hydrobromlde. The mixture was extracted with 
chloroform, and concentrated under reduced pressure to give4-(4-methyl-5-oxo-4,5-dihydro-1 ,3,4-oxadiazol-2-yl) 
piperidine (352 mg) as a pale-yellow solid. 

55 (4) Using the above-mentioned compound (362 mg) and the title compound (550 mg) of Reference Example 12, 

and In the same manner as in Example 70 (1 ), 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(4-methyl-6-oxo-4,6-dihydro- 
1 ,3,4-oxadiazol-2-yl)piperidino]-2-pyrro!idinylcarbonyl}-1 ,3-thiazolidine (402 mg) was obtained as a white solid. 

(5) Using the above-mentioned compound (402 mg), and in the same manner as in Example 257 (3), the title 
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compound {375 mg) was obtained as a white powder. 

iH-NMR(500MHz.DMSO-d6)61.90-2.32(5H,m). 2.85-4.05(1 3H,nfi), 3.29(3H,s). 4.47-4.72(3H,m), 9.10(1H,brs), 
10.45(1 H,brs), 11.92(1H,brs). 

Example 295 

[0415] Synthesis of 3-{(2S,4S)-4-[4-(4-methoxycarbonylmethyl-5-oxo-4,5-dlhydro-1 ,3,4-oxadiazoI-2-yl)piperidino]- 
2-pyrrolidinyIcarbonyl}-1 ,3-thia2olidine dihydrochloride 

(1) Using 1-ben2yloxycarbonyl-4-(5-oxo-4,5-dihydro-1,3,4-oxadia2oI-2-yl)piperidine [product of Example 294 (1), 
1 .84 g] and methyl bromoacetate (670 nL), and In the same manner as In Example 294 (2), 1 -benzyloxycarbonyl- 
4-(4-methoxycarbonylmethyl-5-oxo-4,5-dlhydro-1,3,4-oxadlazol-2-yl)piperidlne (2.28 g) was obtained as an oil. 

(2) Using the above-mentioned compound (2.26 g), and In the same manner as in Example 232 (5). 1 mol/L 
aqueous sodium hydroxide solution was added to the resulting hydrobromlde. The mixture was extracted with 
chloroform, and concentrated under reduced pressure to give 4-(4-methoxycarbonyImethyl-5-oxo-4,5-dlhydro- 
1 ,3,4-oxadia2ol-2-yl)piperldine (1 .20 g) as an oil. 

(3) Using the above-mentloned compound (1 .20 g) and the title compound (1 .24 g) of Reference Example 1 2. and 

in the same manner as in Example 70 (1 ) , 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(4-methoxycarbonylmethyl-5-oxo- 
4,5-dihydro-1,3,4-oxadiazol-2-y!)piperidino]-2-pyrrolidlnyIcarbonyl}-1,3-thiazolidine (1.41 g) was obtained as a 
pale-yellow solid. 

(4) Using the above-mentioned compound (904 mg), and in the same manner as in Example 133 (2), the title 
compound (877 mg) was obtained as a white powder. 

1 H-NMR(500MHz,DMSO-d6)51.90-2.32(5H,m), 2.90-4.1 0(1 3H,m), 3.57(3H.s). 4.47-4.74(3H.m), 4.64(2H.s), 
9.10(1 H.brs), 1 0.73(1 H,brs), 1 2.20(1 H.brs). 

Example 296 

[0416] Synthesis of 3-((2S,4S)-4-{4-[4-(2-morpholinoethyl)-5-oxo-4,5-dihydro-1,3.4-oxadiazol-2-yl]piperidlno)- 
2-pyrrolidinylcarbonyl)-1 ,3-thiazolidine trihydrochloride 

(1) Using the product (930 mg) of Example 294 (1) and 4-(2-chloroethyl)morpholine hydrochloride (685 mg), and 
In the same manner as In Example 294 (2), 1-ben2yloxycarbonyl-4-[4-(2-morpholinoethyt)-5-oxo-4,5-dihydro- 
1 ,3,4-oxadiazol-2-yl]piperidine (720 mg) was obtained as an oil. 

(2) Using the above-mentioned compound (696 mg), and in the same manner as In Example 232 (5), 1 mol/L 
aqueous sodium hydroxide solution was added to the resulting hydrobromlde. The mixture was extracted with 
chloroform, and concentrated under reduced pressure to give 4-[4-(2-morpholinoethyl)-5-oxo-4,5-dihydro- 
1,3,4-oxadla2ol-2-yl]plperldine (328 mg) as an oil. 

(3) Using the above-mentioned compound (318 mg) and the title compound (322 mg) of Reference Example 12, 
and in the same manner as in Example 70 (1 ), 3-((2S,4S)-1 -tert-butoxycarbonyl-4-{4-[4-(2-morphollnoethyl)-5-oxo- 
4,5-dihydro-1,3,4-oxadiazol-2-yl]piperidlno}-2-pyrrolldinylcarbonyl)-1 ,3-thiazolidine (606 mg) was obtained as an 
oil. 

(4) Using the above-mentioned compound (606 mg), and In the same manner as In Example 258 (2), the title 
compound (522 mg) was obtained as a white powder. 

lH-NMR(500MH2,DMSO-d6)51.95-2.36(5H,m), 2.90-4.1 5(25H.m), 4.47-4.74(3H,m), 9.10(1H,brs), 10.64(1H, 
brs), 11.54(1 H,brs), 11 .83(1H,brs), 12.02(1 H.brs). 

Example 297 

[0417] Synthesis of 3-((2S,4S)-4-{4-[5-oxo-4-(3-picolyl)-4,5-dihydro-1,3.4-oxadlazol-2-yl]plperidlno}-2-pyrrolldinyl- 
carbonyl)-1 ,3-thlazolldine trihydrochlohde 

(1 ) Using the product (0.932 g) of Example 294 (1 ) and 3-plcoiyl chloride hydrochloride (0.605 g), and in the same 
manner as in Example 294 (2), 1-benzyloxycarbonyl-4-[5-oxo-4-(3-picolyl)-4,5-dihydro-1,3,4-oxadiazol-2-yl]pipe- 
ridine (1 .06 g) was obtained as an oil. 

(2) Using the above-mentioned compound (1.01 g), and in the same manner as in Example 232 (5), 1 mol/L 
aqueous sodium hydroxide solution was added to the resulting hydrobromlde. The mixture was extracted with 
chlorofonn, and concentrated under reduced pressure to give 4-[5-oxo-4-(3-plcolyl)-4,5-dihydro-1,3,4-oxadiazol- 
2-yl]plperidme (0.1 7 g) as a pale-yellow solid. 
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(3) Using the above-mentioned connpound (1 70 mg) and the title compound (1 87 mg) of Reference Example 12, 
and in the same manner as in Example 70 (1), 3-((2S,4S)-1-tert-butoxycarbonyl-4-{4-[5-oxo-4-(3-picolyl)-4,5-di- 
hydro-1,3,4-oxadlazol-2-yl]piperidlno}-2-pyrrolldinylcarbonyl)-1,3-thiazolidine (236 mg) was obtained as a white 
powder. 

5 (4) Using the above-mentioned compound (236 mg), and In the same manner as in Example 257 (3), the title 

compound (204 mg) was obtained as a white powder. 

1 H-NMR(500MHz, DMSO-d6)51 .98-2.36(5H.m), 2.93-4.05(1 3H.m). 4.47-4.74(3H,m). 5.08(2H,s), 7.86-7.89(1 H, 
m), 8.30-8.32(1 H,m), 8.79(1 H,d,J=5.1 Hz), 8.85(1H.s), 9.10(1H,brs), 1 0.90(1 H.brs), 12.22(1 H.brs). 

10 Example 298 

[0418] Synthesis of 3-{(2S,4S)-4-[4-(2-tert-butyl-2H-tetra2ol-5-yl)plperldlno]-2-pyn'olidinylcarbonyl}-1 ,3-thia2olidine 
dihydrochloride 

IS (1 ) Isonipecotamide (1 9.4 g) and triethylamine (42 mL) were dissolved in dichloromethane (500 mL), and benzyloxy 

chlorocarbonate (24 mL) was added thereto under ice-cooling. The mixture was stin-ed at room temperature for 
1 8 hr. The reaction mixture was added to saturated aqueous sodium hydrogencarbonate solution, and the mixture 
was extracted with chloroform. The extract was dried and concentrated under reduced pressure to give 1-benzy- 
loxycarbonyl-4-carbamoylplperidlne (33,3 g) as a white solid. 
20 (2) The above-mentioned compound (33.3 g) and Imidazole (17.3 g) were dissolved in pyridine (350 mL), and 

phosphorus oxychlorlde (47 mL) was added thereto under ice-cooling. The mixture was stirred at room temperature 
for 3 hr. The saturated aqueous sodium hydrogencarbonate solution was added to the reaction mixture under Ice- 
cooling, and the mixture was extracted with chloroform. The extract was washed with brine, dried, and the solvent 
was evaporated under reduced pressure. The residue was purified by silica gel chromatography to give 1 -benzy- 
ls loxycarbonyl-4-cyanopiperldine (20.6 g) as a slightly yellow oil. 

(3) The above-mentioned compound (1 .42 g) was dissolved in N-methyl-2-pynrolidone (60 mL), and sodium azide 
(1 .13 g) and triethylamine hydrochloride (1 .24 g) were added thereto. The mixture was stirred at 150*C for 6 hr. 1 
mol/L Hydrochloric acid was added to the reaction mixture to adjust its pH to 1 , and the mixture was extracted with 
ethyl acetate. 1 0% Aqueous sodium hydroxide solution was added to the extract, and the mixture was washed 

^0 with diethyl ether. The aqueous layer was adjusted to pH 1 with concentrated hydrochloric acid, and the mixture 
was extracted with ethyl acetate. The extract was dried and concentrated under reduced pressure. Trifluoroacetic 
acid (6 mL), tert-butanol (0.900 g) and concentrated sulfuric acid (0.16 mL) were added to the residue, and the 
mixture was stin-ed at room temperature for 3 days. Water was added to the reaction mixture, and the mixture was 
extracted with ethyl acetate. The extract was washed successively with 2.5 mol/L aqueous sodium hydroxide 

35 solution and brine, dried, and concentrated under reduced pressure. The residue was purified by HPLC to give 

1-ben2yloxycarbonyl-4-(2-tert-butyI-2H-tetrazol-5-yl)piperidine (140 mg) as a white solid. 

(4) The above-mentioned compound (140 mg) was dissolved in ethanol (10 mL), and the mixture was stirred In 
the presence of 1 0% palladium/carbon (1 00 mg) at room temperature under a hydrogen atomosphere (1 atm) for 
4 hr. The reaction mixture was filtrated and the filtrate was concentrated under reduced pressure to give 4-(2-tert- 

40 butyl-2H-tetrazol-5-yl)piperidine (85 mg) as a white solid. 

(5) Using the above-mentioned compound (85 mg) and the title compound (117 mg) of Reference Example 12, 
and in the same manner as In Example 70 (1 ), 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(2-tert-butyl-2H-tetrazol-5-yl) 
piperidino]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (192 mg) was obtained as a white powder 

(6) Using the above-mentioned compound (192 mg), and in the same manner as In Example 257 (3), the title 
45 compound (113 mg) was obtained as a white powder. 

lH-NMR(500MHz,DMSO-d6)61.67(9H,s), 1 .95-2.30(5H,m), 2.92-4.1 0(1 3H,m). 4.40-4.73(3H.m). 

Example 299 

50 10419] Synthesis of 3-((2S,4S)-4-{4-[1 -(4-methoxyphenyl)-1 H-tetrazol-5-yl]plperidino}-2-pyrrolidinylcarbonyl)- 
1 ,3-thlazolidine dihydrochloride 

(1) Isonipecotic acid (19.0 g) was dissolved in water (150 mL) and 1 ,4-dioxane (300 mL), 1 mol/L aqueous sodium 
hydroxide solution (150 mL) and di-tert-butyl dicarbonate (35.3 g) were added thereto under ice-cooltng. The mix- 

55 ture was stirred at room temperature for 3 days. 1 ,4-Dioxane was evaporated under reduced pressure, and 5% 

potassium hydrogen sulfate was added to the residue. The precipitated solid was collected by filtration to give 
1-tert-butoxycarbonylisonipecotic acid (33.0 g) as a white solid. 

(2) The above-mentioned compound (2.63 g), HOBT (2.11 g) and EDC hydrochloride (2.64 g) were dissolved in 
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DMF (50 mL), and p-anisidine (1 .41 g) was added thereto. The mixture was stirred at room temperature for 3 hr. 
Water was added to the reaction mixture, and the precipitated solid was collected by filtration to give 1 -tert-butox- 
ycarbonyiisonipecotic acid 4-methoxyphenylamide (2.84 g) as a white solid. 

(3) The above-mentioned compound (1 .06 g) was dissolved In tetrahydrofuran (30 mL), and trimethylsilylazlde 

5 (845 triphenylphosphlne (1 .66 g) and 40% diisopropyl azodlcarboxylate/toluene solution (3.20 g) was added 

thereto. The mixture was stirred at room temperature for 23 hr. Water was added to the reaction mixture, and the 
mixture was extracted with ethyl acetate. The extract was washed with brine, dried, and concentrated under re- 
duced pressure. The residue was purified by HPLC to give 1 -tert-butoxycarbonyl-4-[1 -(4-methoxyphenyl)-1 H-tetra- 
2ol-5-yl]piperldlne (0.514 g) as a white solid. 

10 (4) The above-mentioned compound (51 4 mg) was dissolved In dichloromethane (1 0 mL), and trifluoroacetic acid 

(3 mL) was added thereto at room temperature. The mixture was stirred for 5 hr. The solvent was evaporated 
under reduced pressure, and saturated aqueous sodium hydrogencarbonate solution was added to the residue. 
The mixture was extracted with chlorofomn. The extract was dried and concentrated under reduced pressure to 
give 4-[1-(4-methoxyphenyl)-1H-tetra2ol-5-yl]piperidine (260 mg) as an oil. 

15 (5) Using the above-mentioned compound (260 mg) and the title compound (295 mg) of Reference Example 12, 

and in the same manner as in Example 70 (1), 3-((2S,4S)-1-tert-butoxycarbonyl-4-{4-[1-(4-methoxyphenyl)-1H- 
tetrazot-5-yl]piperidlno}-2-pyrrolidlnylcarbonyl)-1 ,3-thiazoiidine (427 mg) was obtained as a white powder. 
(6) Using the above-mentioned compound (424 mg), and In the same manner as in Example 133 (2), the title 
compound (301 mg) was obtained as a white powder. 

20 iH-NMR(500MHz,DIVISO-d6)61.95-2.35(5H,m), 2.87-3.95(13H,m), 3.87(3H,s), 4.46-4.73(3H.m>, 7.19(2H,d, 

J=8.8Hz), 7.61(2H,d,J=8.8H2), 9.10(1H.brs), 1 0.70(1 H.brs). 12.02(1 H.brs). 

Example 300 

25 [0420] Synthesis of 3-{(2S,4S)-4-[4-(5-chloro-3-ben20furanyl)piperidino]-2-pyrrolldlnylcarbonyl}-1 ,3-thlazolldine di- 
hydrochloride 

(1 ) Using 4-(5-chloro-3-benzofuranyl)piperidine (380 mg) and the title compound (404 mg) of Reference Example 
1 2, and in the same manner as in Example 70 (1 ), 3-{(2S,4S)-1 -tert-butoxycait)onyl-4-[4-(5-chloro-3-benzofuranyl) 

30 piperidino]-2-pyrrolidinylcait)onyl}-1 ,3-thlazolidine (697 mg) was obtained as a pale-yellow powder. 

(2) Using the above-mentioned compound (697 mg), and In the same manner as in Example 133 (2), the title 
compound (1 82 mg) was obtained as a brown powder. 

lH-NIVIR(500MH2.DMSO-d6)52.00-2.40(5H,m), 2.90-4.1 4(1 3H,m), 4.49-4.74(3H,m), 7.35(1 H,dd,J=8.7,1.8Hz), 
7.61(1H,d.J=8,7Hz), 7,94(1 H.s). 7.99(1 H,s), 9.22(1 H.brs), 10.71(1H,brs), 12.1 1(1 H.brs). 

35 

Example 301 

[0421] Synthesis of 3-{(2S,4S)-4-[4-(2-benzimldazolyl)piperidino]-2-pyrrolidinylcarbonyl}-1,3-thlazoiidine trihydro- 
chloride 

40 

(1 ) Acetyl chloride (1 80 mL) was dropwise added to a mixture of ethanol (1 60 mL) and chlorofomi (1 80 mL) under 
ice-cooling. After the mixture was stirred for 30 min, a solution of 1-benzyloxycarbonyl-4-cyanopiperidine [product 
of Example 298 (2), 20.6 g] In chlorofomi (180 mL) was added thereto under Ice-cooling. The mixture was stirred 
at room temperature for 18 hr. The reaction mixture was concentrated under reduced pressure to give 1 -benzy- 
ls loxycarbonyl-4-(ethoxycarbonimidoyl)piperidine hydrochloride (28.7 g) as a white solid. 

(2) The above-mentioned compound (2.88 g) and 1 ,2-phenylenediamlne (1,19 g) were dissolved in ethanol (50 
mL), and the mixture was reftuxed for 4 hr. The reaction mixture was concentrated under reduced pressure, and 
0.5 mol/L aqueous sodium hydroxide solution was added to the residue. The mixture was extracted with chloroform. 
The extract was washed successively with 0.2 mol/L hydrochloric acid, saturated aqueous sodium hydrogencar- 

50 bonate solution and brine, and dried. The solvent was evaporated under reduced pressure and the residue was 

purified by silica gel chromatography to give 1-benzyloxycarbonyl-4-(2-benzimidazolyl)piperidine (2.61 g) as a 
pale-brown solid. 

(3) The above-mentioned compound (2.50 g) was dissolved in methanol (50 mL), and the mixture was stinred In 
the presence of 10% palladium/carbon (500 mg) at room temperature under a hydrogen atomosphere (1 atm). 

55 The reaction mixture was filtrated and the filtrate was concentrated under reduced pressure to give 4-(2-benzimi- 

dazolyl)piperidine (1.50 g) as a pale-brown solid. 

(4) Using the above-mentioned compound (332 mg) and the title compound (450 mg) of Reference Example 12, 
and in the same manner as in Example 70 (1 ), 3-{(2S,4S)-4-[4-(2-benzimldazolyl)plperidino]-1 -tert-butoxycarbonyl- 
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2-pyrrolldlnylcarbonyl}-1 ,3-thia2olidine (434 mg) was obtained as a yellow solid. 

1H-NMR(CDCI3)51 .36(4.5H,s) J 40(4.5H,s) J 75-2.32(7H,m), 2.43-2.56(1 H,m), 2 J5-4.15(10H,m), 4.38^.82(3^ 
m). 7.17-7.25(2H.m), 7.41(1H.brs), 7.68(1 H,brs), 1 0.74(1 H,brs), 

(5) The above-mentioned compound (430 mg) was dissolved in ethanol (4 mL), and 4.1 mol/L hydrochloric acid- 
ethanol (2.2 mL) was added thereto. The mixture was stirred at room temperature for 13 hr. The precipitated solid 
was collected by filtration to give the title compound (318 mg) as a white powder 

1 H-NMR(DMSO-d6)62.20-2.57(6H,m), 2.95-4.07(1 3H,m), 4.47-4.79(3H,m), 7.48-7. 57(2H,m), 7.74-7.83(2H,m). 
9.14(1H,brB), 10.91(1H,brs). 12.1 8(1 H.brs). 

Example 302 

[0422] Synthesis of 3-{(2S,4S)-4-[4-(5-cyano-2-benzimidazolyl)plperidlno]-2-pyrrolidlnyicarbonyl}-1 ,3-thla20lidine 
trihydrochloride 

(1) Using 1-benzyloxycarbonyl-4-(ethoxycarbonimidoyl)piperidine hydrochloride [product of Example 301 (1), 2.87 
g] and 3,4-diaminobenzonitrile [product of Example 231 (1), 1 .46 g], and in the same manner as in Example 301 

(2) , 1-benzyIoxycarbonyl-4-(5-cyano-2-benzimidazolyl)piperidine (2.11 g) was obtained as a pale-brown solid. 

(2) Using the above-mentioned compound (2.11 g), and in the same manner as In Example 301 (3), 4-(5-cyano- 
2-benzimidazolyl)piperidine (1 .44 g) was obtained as a yellow powder. 

(3) Using the above-mentioned compound (498 mg) and the title compound (601 mg) of Reference Example 12, 
and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(5-cyano-2-ben2imidazolyl) 
plperidlno]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine (463 mg) was obtained as a white solid. 

(4) 4 mol/L Hydrochloric acid-1 ,4-dioxane (2.5 mL) was added to the above-mentioned compound (459 mg), and 
the mixture was stirred at room temperature for 10 days. The precipitated solid was collected by filtration to give 
the title compound (412 mg) as a white powder. 

iH-NMR(DIVISO-d6)52.17-2.60(5H,m), 2.95-4.1 0(1 3H,m), 4.45-4.79(3H,m), 5.7(1H,brs). 7.73(1 H,d,J=8.4Hz), 
7.82(1 H,d,J=8.4Hz), 8.21(1H.s), 9.13(1H,brs). 1 0.97(1 H.brs), 12.14(1H,brs). 

Example 303 

[0423] Synthesis of 3-{(2S,4S)-4-[4-(5-fluoro-2-benzimldazolyl)plperidlno]-2-pyrrolidlnylcarbonyl}-1 ,3-thlazolldlne 
trihydrochloride 

(2) Using the product (2.87 g) of Example 301 (1) and 4-fluoro-1 ,2-phenylenediamine [product of Example 233 

(1) , 1.38 g], and in the same manner as in Example 301 (2), 1-benzyloxycarbonyl-4-(5-fluoro-2-benzimldazolyl) 
piperidine (2.72 g) was obtained as a yellow solid. 

(2) Using the above-mentioned compound (2.71 g), and in the same manner as in Example 301 (3), 4-(5-fluoro- 
2-benzimidazotyl)plpendlne (1 .84 g) was obtained as a brown-dark solid. 

(3) Using the above-mentioned compound (488 mg) and the title compound (601 mg) of Reference Example 12, 
and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(5-fluoro-2-benzimidazolyl) 
piperidino]-2-pyrro!idlnylcarbonyl}-1 ,3-thiazolldine (505 mg) was obtained as a pale-brown solid. 

(4) The above-mentioned compound (501 mg) was dissolved in ethanol (5.5 mL), and 4,1 mol/L hydrochloric acid- 
ethanol (3.7 mL) was added thereto. The mixture was stirred at room temperature for 3 days. The precipitated 
solid was collected by filtration to give the title compound (391 mg) as a white powder 

1 H-NMR(DMSO-d6)62.17-2.55(5H,m), 2.93-4.1 0(13H,m), 4.45-4.78(3H,m), 7.30-7.41 (1H,m), 7.60(1H,dd, 
J=8.6,2.1Hz), 7.79(1 H,dd,J=8.9,4.5Hz), 9.14(1H,brs), 1 0.96(1 H.brs), 12.1 6(1 H.brs). 

Example 304 

[0424] Synthesis of 3-{(2S,4S)-4-[4-(5-cyano-1 -methyl-2-benzimidazolyl)piperidino]-2-pyrrolidinylcarbonyI}-1 ,3-thi- 
azolidine 3 hydrochloride 

(1) Using the product (1.29 g) of Example 301 (1) and 3-amino-4-methylaminobenzonitrile (0.61 g), and In the 
same manner as in Example 301 (2), 1-ben2yloxycarbonyl-4-(5-cyano-1-methyl-2-benzimidazolyl)piperldine(1.03 
g) was obtained as a pale-brown solid. 

(2) Using the above-mentioned compound (1 .03 g), and in the same manner as in Example 301 (3), 4-(5-cyano- 

1-methyl-2-benzimidazolyl)plperidine (0.549 g) was obtained as a yellow solid. 

(3) Using the above-mentioned compound (396 mg) and the title compound (450 mg) of Reference Example 12, 
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and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(5-cyano-1-methyl-2-benz- 
imidazolyl)pipericlino]-2-pyrrolidinyIcarbonyl)-1 ,3-thiazolidine (316 mg) was obtained as a white solid. 
(4) The above-mentioned compound (313 mg) was dissolved in ethyl acetate (1 mL), and 4 mol/L hydrochloric 
acid-ethyl acetate (3 mL) was added thereto. The mixture was stirred at room temperature for 1 8 hr. The precipitated 
5 solid was collected by filtration to give the title compound (298 mg) as a white powder. 

iH-NMR(DMSO-d6)62.13-2.43(5H,m), 2.97-3.35(5H,m), 3.42-4.07(1 3H,m), 4.47-4.90(3H,m), 7.71 (1H,d. 
J=8.4Hz), 7.84(1 H,d,J=8.4Hz), 8.19(1H,s), 9.14(1H,brs), 10.91(1H,brs), 12.1 4(1 H,brs). 

Example 305 

10 

[0425] Synthesis of 3-{(2S,4S)-4-[4-(5-f luoro-1 -methyl-2-benzimidazolyl)plperidino]-2-pyrrolidinylcarbonyl}-1 ,3-thia- 
zolidine trihydrochlorlde 

(1) Using the product (2.87 g) of Example 301 (1) and 4-fluoro-N1-methyl-1,2-phenylenedlamine [product of Ex- 
's ample238(1), 1.30g], and in the same manner as in Example301 (2), 1-benzyloxycarbonyl-4-(5-f luoro-1 -methyl- 

2-benzimidazolyl)piperidine (2.83 g) was obtained as a brown-dark oil. 

(2) Using the above-mentioned compound (2.83 g), and in the same manner as in Example 301 (3), 4-(5-fluoro- 

1- methyl-2-benzimjdazolyl)piperidine (1 .65 g) was obtained as a brown solid. 

(3) Using the above-mentioned compound (513 mg) and the title compound (601 mg) of Reference Example 12, 
20 and in the same manner as in Example 70 (1), 3-{(2S,4S)-1 -tert-butoxycarbonyl-4-[4-(5-f luoro-1 -methyl-2-benz- 

lmidazoly})piperidino]-2-pyrrolldinyicarbonyl}-1 ,3-thiazolidlne (377 mg) was obtained as a pale-brown solid. 

(4) The above-mentioned compound (373 mg) was dissolved In ethyl acetate (1 mL), and 4 mol/L hydrochloric 
acid-ethyl acetate (3.8 mL) was added thereto. The mixture was stirred at room temperature for 12 hr. The pre- 
cipitated solid was collected by filtration to give the title compound (226 mg) as a white powder. 

25 lH-NMR(DMSO-d6)S2.18-2.43(5H,m), 2.97-3.37(5H,m), 3.60-4.09(1 3H,m>, 4.47-4.80(4H,m), 7.39(1 H,t,J=8.7Hz), 

7.57(1 H,dd,J=8.7,2.0Hz), 7.83-7.92(1 H.m), 9.14(1H,brs), 1 0.95(1 H.brs), 1 2.14(1 H.brs). 

Example 306 

30 [0426] Synthesis of 3-{(2S,4S)-4-[4-(5-methyl-2-benzoxazolyl)piperidlno]-2-pyrrolldinylcarbonyl}-1 ,3-thiazoIldine 

(1 ) Using the product (2.50 g) of Example 301 (1) and 2-amino-4-methylphenol (1 .60 g), and in the same manner 
as in Example 301 (2), 1-benzyloxycarfoonyl-4-(5-methyl-2-benzoxazolyl)piperidine (2.01 g) was obtained as a 
dark brown oil. 

35 (2) Using the above-mentioned compound (2.00 g), and in the same manner as in Example 301 (3), 4-(5-methyl- 

2- ben2oxazolyl)piperidine (1 .21 g) was obtained as a green solid. 

(3) Using the above-mentioned compound (0.714 g) and the title compound (0.901 g) of Reference Example 12, 
and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(5-methyl-2-benzoxazolyl) 
piperidino]-2-pyrrolldinylcarbonyl}-1 ,3-thiazolidine (1 .47 g) was obtained as a pale-green solid. 

40 (4) The above-mentioned compound (1 .47 g) was dissolved in 4.1 mol/L hydrochloric acid-ethanol (7 mL), and the 

mixture was stirred at room temperature for6 hr. The reaction mixture was concentrated under reduced pressure, 
and saturated aqueous sodium hydrogencarbonate solution was added to the residue. The mixture was extracted 
with chlorofomn. The extract was dried and concentrated under reduced pressure. The residue was purified by 
silica get chromatography and recrystallized from diethyl ether to give the title compound (0.601 g) as a white 

45 powder. 

lH-NMR(DMSO-d6)51 .52-1 .65(1 H,m), 1 .72-1 .88(2H,m), 1 .98-2.1 8(4H,m), 2.22-2.33(1 H,m), 2.40(3H,s), 2.64-3.03 
(7H,m), 3.07(1 H,t,J=6.2Hz), 3.58-3.93(3H,m). 4.38-4.68(2H,m), 7.15(1 H.dd,J=8.3,1.3Hz), 7.48(1 H.d,J=1.3Hz). 
7.53(1 H,d,J=8.3Hz). 

50 Example 307 

[0427] Synthesis of 3-{(2S.4S)-4-[4-(5-trifiuoromethyl-2-benzoxazolyl)plperidino]-2-pyrrolidlnylcarbonyl}-1 ,3-thlazo- 

lidlne 

55 (1) Using the product (2.96 g) of Example 301 (1) and 2-amlno-4-trifluoromethylpheno] (2.30 g), and in the same 

manner as in Example 301 (2), 1-benzyloxycarbonyl-4-(5-trifluoromethyl-2-benzoxazolyl)plperidlne (2.68 g) was 

obtained as a brown oil. 

(2) Using the above-mentioned compound (2.68 g), and In the same manner as in Example 301 (3), 4-(5-trifluor- 
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omethyl-2-benzoxazolyl)pjpericIine (1 .74 g) was obtained as a pale-green oil. 

(3) Using the above-mentioned compound (0.892 g) and the title compound (0.901 g) of Reference Example 12, 
and in the same manner as In Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(5-trifIuoromethyl-2-benzox- 
azolyl)piperldlno]-2-pyrrolldinylcarbonyl}-1 ,3-thiazoIidlne (1 .56 g) was obtained as a white solid. 

5 (4) The above-mentionedcompound (1 .47 g) was dissolved in 4.1 mol/L hydrochloric acid-ethanol (7 mL), and the 

mixture was stinted at room temperature for 1 6 hr The reaction mixture was concentrated under reduced pressure, 
and saturated aqueous sodium hydrogencarbonate solution was added to the residue. The mixture was extracted 
with chlorofonn. The extract was dried and concentrated under reduced pressure. The residue was purified by 
silica gel chromatography and crystallized from diethyl ether to give the title compound (0.034 g) as a white powder. 

10 iH-NMR(DMSO-d6)61 .54-1 .65(1 H.m). 1 .74-1.89(2H,m), 2.03-2.24(4H,m), 2.27-2.38(1 H,m), 2.71 -3.1 4(8H,m), 

3.58-4.03(3H,m), 4.41-4.72(2H,m), 7.74(1 H,d.J=8.5Hz), 7.92(1 H,d,J=8.5Hz), 8.14(1H.s) 

Example 308 

15 [0428] Synthesis of 3-{(2S,4S)-4-[4-(5-methoxycarbonyl-2-benzoxazolyl)piperidino]-2-pyrrolidinylcarbonyl}-1 ,3-thi- 
azotidine 

(1) Using the product (5.92 g) of Example 301 (1) and methyl 3-amino-4-hydroxyben2oate (4.34 g), and in the 
same manner as In Example 301 (2), 1-benzyloxycarbonyl-4-(5-methoxycarbonyl-2-ben2oxazolyl)piperidine (5.44 

20 g) was obtained as a slightly red solid. 

(2) Using the above-mentioned compound (2.02 g), and in the same manner as In Example 301 (3), 4-(6-methox- 
ycarbonyl-2-benzoxazolyl)plperidine (1 .40 g) was obtained as a pale-yellow solid. 

(3) Using the above-mentioned compound (0.858 g) and the title compound (0.901 g) of Reference Example 12, 
and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(5-methoxycarbonyl-2-ben- 

25 2oxazoIyl)piperidino]-2-pyn^olidinylcari3onyl}-1 ,3-thiazolidlne (1 .48 g) was obtained as a white solid. 

(4) The above-mentioned compound (1 .47 g) was dissolved in methanol (2 mL), and 5.6 mol/L hydrochloric acld- 
methanol (2.5 mL) was added thereto. The mixture was stirred at room temperature for 1 4 hr. The reaction mixture 
was concentrated under reduced pressure, and saturated aqueous sodium hydrogencarbonate solution was added 
to the residue. The mixture was extracted with chlorofonn. The extract was dried and concentrated under reduced 

30 pressure. The residue was purified by HPLC and crystallized from diethyl ether to give the title compound (0.080 

g) as a white powder, 

iH-NMR(DMSO-d6)61 .56-1 .67(1 H,m) 1 .74-1.89(2H,m), 2.03-2.24(4H,m). 2.32-2.43(1 H,m), 2.72-3.1 2(8H.m), 
3.48-3.73(1 H,m), 3.48-3.73(1 H,m), 3.80-3.90(1 H.m), 3.88(3H.s). 3.96-4.08(1 H,m), 4.42-4.72(2H,m), 5.3(1 H.brs), 
7.82(1 H,d,J=8.5Hz). 8.00(1 H,dd,J=8.5,1 .7Hz>, 8,24(1 H,d, J=1 .7Hz). 

35 

Example 309 

[0429] Synthesis of 3-{(2S,4S)-4-[4-(5-ethoxycarbonyl-2-benzoxazolyl)piperidino]-2-pyrrolldinylcarbonyl}-1,3-thla- 
zolidine 

40 

(1) Using the product (25.0 g) of Example 301 (1) and ethyl 3-amino-4-hydroxybenzoate (18.8 g), and in the same 
manner as in Example 301 (2), 1-benzyloxycarbonyl-4-(5-ethoxycarbonyl-2-benzoxazolyl)piperidlne (20.0 g) was 
obtained as a white solid. 

(2) Using the above-mentioned compound (10.2 g), and in the same manner as in Example 301 (3), 4-(5-ethoxy- 
45 cari3ony!-2-benzoxazolyl)piperidine (7.05 g) was obtained as a white solid. 

(3) Using the above-mentioned compound (4.04 g) and the title compound (4.03 g) of Reference Example 12, and 
in the same manner as In Example 70 (1), 3-{(2S,4S)-1-tert-butoxycariDonyl-4-[4-(5-ethoxycarbonyl-2-benzoxa- 
zolyl)piperidino]-2-pyn'olidinylcarbonyl}-1 ,3-thiazolidine (7.56 g) was obtained as a white powder. 

(4) The above-mentioned compound (2.24 g) was dissolved in dichloromethane (4 mL) and trifluoroacetic acid (2 
so mL), and the mixture was stinred at room temperature for 15 hr. Saturated aqueous sodium hydrogencarisonate 

solution was added to the reaction mixture, and the mixture was extracted with chlorofonn. The extract was dried 
and the solvent was evaporated under reduced pressure. The residue was purified by silica gel chromatography 
and recry stall ized from diethyl ether to give the title compound (1 .1 8 g) as a white powder. 
^H-NMR(CDCl3)51.41(3H,t,J=7.2Hz), 1 .65-2.45(8H,m), 2.94-3.1 6(9H,m), 3.63-3.98(3H,m), 4.40(2H,q,J=7.2Hz), 
55 4.44-4.68(2H,m), 7.51 (1 H,d,J=8.7Hz). 8.07(1 H,dd,J=8,7,1 .8Hz), 8.39(1 H.d,J=1 .8Hz). 
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Example 310 

[0430] Synthesis of 3-{(2S,4S)-4-[4-(5-cailDOxy-2-benzoxazolyl)plperidino]-2-pyrrolidinylcarbonyl}-1 ,3-thla2olidine 
dihydrochloride 

5 

(1) 34(2S,4S)-1-tert-Butoxycarbonyl-4-[4-(5-ethoxycarbonyl-2-benzoxa2olyl)piperldino]-2-pyrrolidlnylcar^ 

1 ,3-thlazolidine [product of Example 309 (3), 4.51 g] was dissolved in ethanol (1 6 mL) and water (8 mL), and lithium 
hydroxide monohydrate (678 mg) was added. The mixture was stirred at room temperature for 3.5 hr. The reaction 
mixture was diluted with water, and 1 mol/L hydrochloric acid was added to adjust its pH to 7. The mixture was 
10 extracted with chlorofomn. The extract was dried and concentrated under reduced pressure to give 3-{(2S,4S)- 

1 -tert-butoxycarbonyl-4-[4-(5-carboxy-2-benzoxazolyl)piperidino]-2-pyn'olidinylcarbonyl}-1 ,3-thiazolidine (3.45 g) 
as a white powder. 

(2) Using the above-mentioned compound (786 mg), and in the same manner as in Example 167 (2), the title 
compound (689 mg) was obtained as a white powder. 

15 iH-NMR(DMSO-d6)62.10-2.45(5H,m), 2.88-4.12(13H,m), 4.45-4.81 (3H,m), 7.82(1 H,d,J=8.7Hz), 8.02(1H,dd, 

J=a.7,1.5Hz), 8.24(1 H,d,J=1.5Hz), 9.20(1H,brs), 10.45(1 H.brs), 11.90(1H,brs), 13.1 5(1 H.brs). 

Example 311 

20 [0431] Synthesis of 3-{(2S,4S)-4-[4-(5-carbamoyl-2-benzoxazolyl)piperidlno]-2-pyrrolidlnylcarbonyl}-1 ,3-thlazolid- 
ine 

(1 ) 3-{(2S,4S)-1 -tert-Butoxycarbonyl-4-[4-(5-carboxy-2-benzoxazolyl)piperldino]-2-pyrrolidlnylcarbonyl}-1 ,3-thia- 
zolidine [product of Example 310 (1), 1.06 g] was dissolved in tetrahydrofuran (5 mL), and triethylamine (0.279 

25 mL) and isobutyl chlorocarbonate (0.263 ml) were added thereto under ice-cooling. The mixture was stirred at 

room temperature for 30 min. A solution of 7 mol/L ammonia-methanot (1 mL) was added to the reaction mixture, 
and the mixture was stirred at room temperature for 1 5 hr. Water was added to the reaction mixture, and the mixture 
was extracted with chloroform. The extract was dried and concentrated under reduced pressure. The residue was 
purified by silica gel chromatography to give 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(5-carbamoyl-2-benzoxazolyl) 

30 piperidlno]-2-pyrrotidinylcarbonyl}-1 ,3-thiazolidlne (345 mg) as a white powder. 

(2) The above-mentioned compound (335 mg) was dissolved in dichloromethane (0.5 mL) and trifluoroacetic acid 
(0.5 mL), and the mixture was stirred at room temperature for 7.5 hr. Saturated aqueous sodium hydrogencarbonate 
solution was added to the reaction mixture, and the mixture was extracted with chlorofomn. The extract was dried, 
and concentrated under reduced pressure to give the title compound (75 mg) as a white powder. 

35 1H-NMR(CDCI3)61 .65-1 .78(1 H.m), 1 .95-2.47(8H,m), 2.85-3. 19(8H,m), 3.62-3.75(1 H,m), 3.77-3.98(2H,m), 

4.47-4.67(2H.m), 5.88(1 H.brs), 6.1 8(1 H.brs), 7.54(1 H,d,J=9.6H2), 7.87(1 H,dd.J=9.6,1 .5Hz), 8.1 1 (1 H,d,J=1 .5Hz). 

Example 312 

40 [0432] Synthesis of 3-((2S,4S)-4-{4-[5-(N-methylcarbamoyl)-2-benzoxazoly!]piperidlno}-2-pyrrolidinylcarbonyl)- 
1.3-thiazolldine 

(1) Using the product (1 .06 g) of Example 310 (1) and 30% methylamine-ethanot solution (1 mL). and in the same 
manner as in Example 311 (1),3-((2S,4S)-1-tert-butoxycarbonyl-4-{4-[5-(NH7iethylcarbamoyl)-2-benzoxazolyl]plp- 

45 eridino}-2-pyrrolidlnylcarbonyl)-1 ,3-thiazolidine (0.725 g) was obtained as a white powder. 

(2) Using the above-mentioned compound (669 mg), and In the same manner as In Example 311 (2), the title 
compound (386 mg) was obtained as a white powder. 

1H-NMR(CDCI3)51 .62-1 .78(1 H.m). 1.92-2.38(8H,m), 2.87-3.20(1 1H,m), 3.63-3.74(1 H,m), 3.75-3.97(2H,m), 
4.47-4.67(2H.m). 6.35(1 H.brs). 7.51(1H,d,J=8.6H2), 7.81(1H,dd.J=8.5.1.7Hz), 8.04(1 H,d,J=1 .7Hz). 

50 

Example 313 

[0433] Synthesis of 3-((2S,4S)-4-{4-[5-(N,N-dimethylcarbamoyl)-2-benzoxazolyl]piperidino}-2-pyrrolidinylcarbonyl)- 
1 ,3-thiazolidine dihydrochloride 

55 

(1) The product (1.36 g) of Example 310 (1) and dimethylamine hydrochloride (0.244 g) were dissolved In DMF, 
and triethylamine (0.42 mL), HOBT (0.457 g) and EDC hydrochloride (0.572 g) were added thereto. The mixture 
was stin-ed at room temperature for 1 .5 hr. The saturated aqueous sodium hydrogencarbonate solution was added 
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to the reaction mixture, and the mixture was extracted with ethyl acetate. The extract was dried and concentrated 
under reduced pressure. The residue was purified by silica gel chromatography to give 3-((2S,4S)-1-tert-butoxy- 
carbonyl-4-{4-[5-(N.N-dimethylcarbamoyi)-2-benzoxazolyl]piperldino}-2-pyrrolidinylcarbonyl)-1 ,3-thiazolidine 
(0.786 g) as a white powder. 

5 (2) Using the above-mentioned compound (760 mg), and in the same manner as in Example 167 (2), the title 

compound (634 mg) was obtained as a white powder. 

iH-NIVIR(DMSO-d6)52.13-2.46(5H,m), 2.84-4.1 0(1 9H,m), 4.41-4.79(3H,m), 7.43(1 H,dd,J=1.5,8.4Hz). 7.75-7.78 
(2H,m), 9.18(1H,brs), 10.63(1H,brs), 1 2.05(1 H.brs), 

10 Example 314 

[0434] Synthesis of 3-{(2S,4S)-4-[4-(5-cyano-2-ben20xa2olyl)plperidinol-2-pyrrolidinylcarbonyl}-1 ,3-thiazolldine 

(1) Using the product (2.88 g) of Example 301 (1 ) and 3-amlno-4-cyanophenol (1 .47 g), and in the same manner 
15 as in Example 301 (2), 1 -benzylcxycarbonyl-4-(5-cyano-2-benzoxazolyl)piperldine (2.43 g) was obtained as a pale- 
brown powder. 

(2) Using the above-mentioned compound (2.43 g), and in the same manner as in Example 301 (3), 4*(5-cyano- 

2-benzoxazolyl)piperid(ne (1 .33 g) was obtained as a brown-darl< solid. 

(3) Using the above-mentioned compound (409 mg) and the title compound (450 mg) of Reference Example 12, 
20 and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(5-cyano-2-benzoxazolyl) 

piperidlno]-2-pyrrolidinylcafbonyl}-1 ,3-thiazolidine (230 mg) was obtained as a white solid. 

(4) The above-mentioned compound (226 mg) was dissolved In ethyl acetate (1 mL), and 4 mol/L hydrochloric 
acid-ethyl acetate (1.1 mL) was added thereto. The mixture was stirred at room temperature for 1 8 hr. The reaction 
mixture was concentrated under reduced pressure, and saturated aqueous sodium hydrogencarbonate solution 

25 was added to the residue. The mixture was extracted with chlorofomi. The extract was dried, and concentrated 
under reduced pressure. The residue was purified by silica gel chromatography and crystallized from ethyl acetate 
to give the title compound (869 mg) as a white powder. 

^H-NMR(DMSO-d6)51 .53-1 .65(1 H,m), 1 .73-1 .90(2H,m), 2.04-2.24(4H,m), 2.27-2.37(1 H,m). 2.68-3.1 2(8H,m), 
3.60-3.98(3H,m), 4.40-4.69(2H.m), 7.84(1 H,dd.J=8.4,1.4Hz), 7.92(1 H,d,J=8.4Hz), 8.32(1 H,d,J=1 .4Hz). 

30 

Example 315 

[0435] Synthesis of 3-{(2S,4S)-4-[4-(5-methoxy-2-ben2oxazolyl)piperidlno]-2-pyrrolldlnylcarbonyl}-1 ,3-thlazolldine 
dihydrochtoride 

35 

(1) Using the product (5.11 g) of Example 301 (1) and 3-amino-4-methoxyphenol 2.72 g, and in the same manner 
as in Example 301 (2), 1-benzyloxycarbonyl-4-(5-methoxy-2-ben2oxazolyl)piperidine (4.35 g) was obtained as an 
orange oil. 

(2) Using the above-mentioned compound (4.25 g), and in the same manner as in Example 301 (3), 4-(5-methoxy- 
40 2-benzoxazolyl)piperidine (2.47 g) was obtained as a red-brown solid. 

(3) Using the above-mentioned compound (0.767 g) and the title compound (0,901 g) of Reference Example 12, 
and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4-[4-(5-methoxy-2-benzoxazolyl) 
piperidino]-2-pyrrolidlnylcarbonyl}-1 ,3-thla2olidine (1 .38 g) was obtained as a white solid. 

(4) The above-mentioned compound (1.37 g) was dissolved in ethanol (4 mL), and 4.1 mol/L hydrochloric acid- 
45 ethanol (6.5 mL) was added thereto. The mixture was stirred at room temperature for 1 6 hr. The reaction mixture 

was concentrated under reduced pressure and the residue was crystallized from ethanol (10 mL) to give the title 
compound (0.953 g) as a white powder. 

lH-NMR(DMSO-d6)62.12-2.43(5H,m), 2.90-4.07(1 6H.m), 4.45-4.77(3H,m), 6.97(1 H,dd,J=8.9,2.5Hz), 7.28(1 H,d, 
J=2.5Hz), 7.60(1 H,d,J=8.9Hz). 9.14(1H.brs), 10.67(1H,brs). 1 2.03(1 H.brs). 

so 

Example 316 

[0436] Synthesis of 3-{(2S,4S)-4-[4-(2-benzothiazolyl)piperidino]-2-pyrrolidinylcarbonyl}-1 ,3-thiazolidine dihydro- 
chloride 

55 

(1 ) Using the product (5.74 g) of Example 301 (1 ) and 2-aminothiophenol (2.3 mL), and in the same manner as in 
Example 301 (2), 4-(2-benzothiazolyl)-1-benzyloxycarbonyIpiperidine (3.76 g) was obtained as a yellow solid. 

(2) The above-mentioned compound (986 mg) and thioanisole (1 .0 mL) were dissolved in trifluoroacetic acid (10 
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mL), and the mixture was stirred at room temperature for 11 hr. The reaction mixture was concentrated under 
reduced pressure, and saturated aqueous sodium hydrogencarbonate solution was added to the residue. The 
mixture was extracted with chlorofomn. The extract was dried and concentrated under reduced pressure to give 
4'(2'benzothlazoIyl)plperldlne (0.299 g) as a white solid. 
5 (3) Using the above-mentioned compound (297 mg) and the title compound (409 mg) of Reference Example 12, 

and in the same manner as in Example 70 (1 ), 3-{(2S,4S)-4-[4-(2-benzothia2olyl)piperidino]-1 -tert-butoxycarbonyl- 
2-pyrrolldinylcarbonyl}-1 ,3-thia20lidine (625 mg) was obtained as a white solid. 

1 H-NMR(CDCl3)51 .41 (4.5H.S). 1 .46(4.5H,s), 1 .82-2.06(3H,m), 2.14-2.32(4H,m), 2.39-2.52(1 H,m), 2.78-3.21 (6H, 
m), 3.32(1 H.t,J=10.0Hz). 3.63-4.1 2(3H,m), 4.37-4.79(3H.m), 7.35(1 H,t,J=7.8Hz). 7.46(1 H,t,J=7.8Hz). 7.86(1 H.d, 
10 J=7.8H2), 7.97(1 H,d,J=7.8Hz). 

(4) The above-mentioned compound (621 mg) was dissolved In 1 .1 mol/L hydrochloric acid-methanol (6 mL), and 
the mixture was stirred at room temperature for 2 days. The reaction mixture was concentrated under reduced 
pressure and the residue was crystallized from ethanol (6 mL) to give the title compound (423 mg) as a white 
powder. 

15 iH-NMR(DMSO-d6)62.16-2.46(5H,m), 2.94-3.36(5H,m), 3.40-4.08(8H,m), 4.47-4.78(3H,m), 7.44(1 H,t,J=7.8Hz), 

7.52(1 H,tJ=7.8Hz), 7.99(1 H,d,J=7.8Hz), 8.11(1H,d,J=7.8Hz), 9.13(1H,brs), 10.82(1H,brs), 12.14(1 H.brs). 

Example 317 

20 [0437] Synthesis of 3-{(2S,4S)-4-{4-(5-trifluoromethyl-2-benzothlazolyl)piperldino]-2-pyrrolidlnylcart)onyl}-1 ,3-thla- 
zolidlne 

(1) The product (2.96 g) of Example 301 (1), 2-amino-4-trifluoromethylthiophenol hydrochloride (2.99 g) and tri- 
ethylamlne (1 .8 mL) were dissolved In ethanol (60 mL), and the mixture was refluxed for 4 hr. The reaction mixture 

25 was concentrated under reduced pressure, and 0.5 mol/L aqueous sodium hydroxide solution was added to the 

residue. The mixture was extracted with chlorofomn. The extract was washed successively with 0.5 mol/L hydro- 
chloric acid, saturated aqueous sodium hydrogencarbonate solution and brine, and dried. The solvent was evap- 
orated under reduced pressure and the residue was purified by silica gel chromatography to give 1-benzyloxycar- 
bonyl-4-(5-trifluoromethyl-2-ben2othiazolyl)plperidine (1 .75 g) as a pale-yellow oil. 

30 (2) The above-mentioned compound (1 .74 g) was dissolved In 30% hydrogen bromide-acetic acid solution (8 mL), 

and the mixture was stirred at room temperature for 1 hr. Diethyl ether (1 0 mL) was added to the reaction mixture, 
and the precipitated solid was collected by filtration. The saturated aqueous sodium hydrogencarbonate solution 
was added to the precipitated solid, and the mixture was extracted with chloroform. The extract was dried and 
concentrated under reduced pressure to give 4-(5-trlfluoromethyl-2-benzothiazolyl)piperidine (0.943 g) as a pale- 

35 yellow solid. 

(3) Using the above-mentioned compound (0.923 g) and the title compound (0.901 g) of Reference Example 12, 
and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycari3onyl-4-[4-(5-trifluoromethyl-2-benzo- 
thiazolyl)plperidino]-2-pyrrolldlnylcarbonyl}-1 ,3-thiazolidine (1 .60 g) was obtained as a white solid. 

(4) The above-mentioned compound (1 .60 g) was dissolved In 4.1 mol/L hydrochloric acid-ethanol (7 mL), and the 
40 mixture was stirred at room temperature for 2 days. The reaction mixture was concentrated under reduced pres- 
sure, and saturated aqueous sodium hydrogencarbonate solution was added to the residue. The mixture was 
extracted with chloroform. The extract was dried and concentrated under reduced pressure. The residue was 
purified by silica gel chromatography and crystallized from diethyl ether to give the title compound (0.848 g) as a 
white powder. 

45 ^H-NMR(DMSO-d6)61 .52-1 .65(1 H,m), 1.72-1.88(2H,m), 2.04-2.20(4H,m), 2.22-2.33(1 H,m), 2.67-3.23(8H,m), 

3.58-3.92(3H,m), 4.40-4.70(2H,m), 7.74(1 H,dd.J=8.4,1.5Hz), 8.31 (1 H.d,J=1 .5Hz), 8.34(1 H,d.J=8.4Hz). 

Example 318 

50 [0438] Synthesis of 3-{(2S,4S)-4-[4-(6-fluoro-3-benz[d]lsoxazolyl)piperidlno]-2-pyn'olidinylcartDonyl}-1 ,3-thlazolldine 
dihydrochloride 

(1) Using 4-(6-fluoro-3-ben2[d]isoxazolyl)piperidine (0.54 g) and the title compound (0.614 g) of Reference Exam- 
ple 12, and in the same manner as in Example 70 (1), 3-{(2S,4S)-1-tert-butoxycari3onyl-4-[4-(6-fluoro-3-ben2[d] 

55 lsoxazolyl)piperidlno]-2-pyrrolidinylcarbonyl}-1 ,3-thlazoildine (1 .01 g) was obtained as a white powder. 

(2) Using the above-mentioned compound (1.00 g), and In the same manner as In Example 133 (2), the title 
compound (0.38 g) was obtained as a white powder. 

lH-NMR(500MHz.DMSO-d6)52.05-2.46( 5H,m), 2.92-4.20(1 3H,m). 4.49-4.73(3H,m), 7.32-7.36(1 H,m), 7.72-7.74 
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(1H,m), 8.20(1 H.brs), 9.1 0(1 H.brs), 1 0.60(1 H.brs), 1 2.22(1 H.brs). 
Example 319 

5 [0439] Synthesis of 3^(2S,4S)-4-{2-[(5-cyano-2-pyridyl)amino]ethyl}amino-2-pyrrolidinylcarbonyl}-1 ,3-thia2olldine 
trihydrochloride 

(1) Using N-(5-cyano-2-pyridyl)ethylenediamine (0.656 g) and the title compound (1 .20 g) of Reference Example 
12, and In the same manner as In Example 70 (1), 3-{(2S,4S)-1-tert-butoxycarbonyl-4^2-[(5-cyano-2-pyridyl)ami- 

10 no]ethyl}amlno-2-pyrrolidinylcarbonyl}-1 ,3-thiazclidine (1 .46 g) was obtained as a white solid. 

(2) The above-mentioned compound (656 mg) was dissolved In ethyl acetate (4 mL), and 4 mol/L hydrochloric 
acid-ethyl acetate (4 mL) was added thereto. The mixture was stinted at room temperature for 1 2 hr. The precipitated 
solid was collected by filtration to give the title compound (666 mg) as a white powder. 

lH-NMR(DMSO-d6)62.03-2.19(1H,m), 2.87-2.98(1 H,m), 3.06(1 H,t.J=6.5Hz), 3.10-3.25(3H,m), 3.45-4.1 0(7H,m), 
15 4.47-4.74(3H,m), 6.67(1 H.d,J==8.9H2),7.76(1H,dd,J=8.9,2.2H2),8.03(1H,brs),8.46(1H,d,J=2.2Hz).8.96(1H,b^^^ 

9.96(2H,brs), 1 0.64(1 H.brs). 

Example 320 

20 [0440] Synthesis of 3-[(2S,4S)-4-(N-acetyl-N-{2-[{5-cyano-2-pyridyl)amino]ethyl}amino)-2-pyn'olidinylcarbonyl]- 
1 ,3-thlazolidine dihydrochloride 

(1) 3-{(2S,4S)-1-tert-Butoxycarbonyl-4-{2-[(5-cyano-2-pyridyl)amino]ethyl}amino-2-pyrrolidinylcarbonyl}-1,3-thia- 
zolidine [product of Example 31 9 (1 ), 800 mg] and triethylamine (0.42 mL) were dissolved in dichloromethane (20 

25 mL), and acetyl chloride (0.1 8 mL) was added thereto under Ice-cooling. The mixture was stirred at room temper- 

ature for 5 hr. The reaction mixture was added to saturated aqueous sodium hydrogencarbonate solution and the 
mixture was extracted with chloroform. The extract was washed with brine, dried, and concentrated under reduced 
pressure. The residue was purified by silica gel chromatography to give 3-[(2S,4S)-4-(N-acetyl-N-{2-[(5-cyano- 
2-pyridyl)amino]ethyl}amino)-1-tert-butoxycarbonyl-2-pyrrolidinylcarbonyl)-1,3-thiazolidine (786 mg) as a white 

30 solid. 

(2) The above-mentioned compound (380 mg) was dissolved in ethyl acetate (3 mL), and 4 moi/L hydrochloric 
acid-ethyl acetate (1 mL) was added thereto. The mixture was stirred at room temperature for 3 hr. The precipitated 
solid was collected by filtration to give the title compound (314 mg) as a white powder. 

iH-NMR(DMSO-d6)51 .95-2.1 0(4H,m), 2.62-2.80(1 H.m), 3.00-3.90(1 1 H,m), 4.28-4.77(4H.m), 6.64(1 H,d, 
35 J=8.8Hz), 7.73(1 H.dd,J=8.8,2.2Hz), 7.95(1 H.brs), 8.35(1 H,brs), 8.42(1 H,d,J=:2.2Hz), 9.96(1 H.brs). 

The structures of the compound obtained In the above-mentioned Examples are all shown In Tables 1 - 40. 
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[0441] The compound of the present invention showed a potent DPP-IV inhibitory activity in Experinnental Example 
1 shown below. 
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Experimental Example 1 (ptasma DPP-IV Inhibitory activity) 

[0442] The plasma DPP-IV Inhibitory activity of human and rat was measured by the fluorescence assay method. 
Using Gly-Pro-MCA (Peptide Institute Inc.) as a DPP-IV specific fluorescent substrate, reaction solutions having the 
5 following compositions and containing test substances having various concentrations were incubated at room temper- 
ature for 60 mm and the measured (SPECTRA FLUOR, TECAN) fluorescent intensity (Exitatlon 360 nm/Emlsslon 465 
nm) was taken as the DPP-IV activity. 



Rat or human plasma (10-fold diluted solution) 
fluorescent substrate (100 pmol/L) 
test substance 

buffer (0.003% Brij-36 containing PBS) 


20 \iUwe\\ 
20 ^lLywell 
20 ^L/well 
140 nUwell 


total amount 


200 \LUwe\\ 



[0443] The inhibitory rate relative to the solvent addition group was calculated and IC50 values were determined by 
logistic analysis. 

[0444] The IC50 values of the plasma D PP-IV inhibitory activity of the present invention as determined by the method 
above are shown in the following table. 



25 



35 



Example compound 
No. 


Human plasma DPP-IV 
Inhibitory activity 
IC50 (nM) 


Rat plasma DPP-IV 
Inhibitory activity 
IC50 (nM) 
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[0445] As shown in the following, the plasma DPP-IV inhibitory activity of the compound of Japanese Patent Appli- 
cation under 

[0446] PCT laid-open under kohyo No. 9-509921 and the compound of W099/61431 is not sufficient. 



50 



Known compound 


Human plasma DPP-IV Inhibitory activity IC50 (nM) 


(S)-2-cyano-1 -L-prolylpyrrolidine hydrochloride 


2.9 


3-L-proIyl-1 ,3-thlazolidine 


538 



Industrial Applicability 

[0447] From the foregoing Experimental Example and various phamriacological experiments, the compounds of the 
present invention exhibit a potent DPP-IV inhibitory activity and are useful for the prophylaxis or treatment of diabetes 
or the prophylaxis or treatment of obesity or the prophylaxis or treatment of HIV infection, cancer metastasis, dermop- 
athy, prostatic hyperplasia, periodontitis or autoimmune disease, and the like. 
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[0448] This application Is based on patent application Nos. 243217/2000 and 400296/2000 filed in Japan, the con- 
tents of which are hereby incorporated by reference. 



Claims 



1 . An L-proline derivative of the fonnula (1) 




X shows -NRi R2 wherein R'' and R^ may be the same or different and each Is Independently a hydrogen atom, 
ali<yl, cycloall<yl, cycloalkylalkyi, aryl, aryialkyl, heteroaryl or heteroarylalkyi, or may be bonded to each other 
to form a heterocycle optionaily containing 1 or 2 nitrogen atoms or oxygen atoms, the heterocycle optionally 
being condensed with an aromatic ring optionally having substituents, and the spirocycle optionally being a 
spiro ring, -NR^COR^ wherein R^ and R^ are the same or different and each is independently a hydrogen 
atom, alkyi, cycloalkyi, cycloalkylalkyi, aryl, aryialkyl, arylalkenyl, heteroaryl or heteroarylalkyi, -NR^CONR^R-^ 
or -NR5CH2CH2NR6R7 wherein RS, R6 and R^ are the same or different and each is Independently hydrogen 
atom, alkyi, acyl, cycloalkyi, cycloalkylalkyi, aryl, aryialkyl, heteroaryl or heteroarylalkyi, or R6 and R^ may be 
bonded to each other to fomri a heterocycle optionally containing 1 or 2 nitrogen atoms or oxygen atoms, the 
heterocycle optionally being condensed with an aromatic ring optionally having substituents, -NR^S02R^ 
wherein R^ and R^ are the same or different and each is independently a hydrogen atom, alkyi, cycloalkyi, 
cycloalkylalkyi, aryl, aryialkyl, heteroaryl or heteroarylalkyi, or -OR^o or -OCOR''^ wherein R^o rii are 
each a hydrogen atom, alkyi, cycloalkyi, cycloalkylalkyi, aryl, aryialkyl, heteroaryl or heteroarylalkyi, 

Y Is CH2, CH-OH. S, S=0 or SOg. 

Z is a hydrogen atom or a cyano, and of the above-mentioned groups, alkyi, aryl, aryialkyl, arylalkenyl, heter- 
oaryl, heteroarylalkyi, cycloalkyi, cycloalkylalkyi and heterocycle each optionally have substituents, 



or a phamnaceuticalty acceptable salt thereof. 



2. The L-prollne derivative of claim 1 . wherein X of the formula (I) is a substituent selected from the fomnulas 



Wherein 



is a single bond or a double bond, 

R12 Is alkyi, cycloalkyi, cycloalkylalkyi, aryl, aryialkyl, heteroaryl, heteroarylalkyi, -NR^WS -ORis, -COR^^^ 
-COgR^Q^ -CONR19R20 or -SO2R21 wherein R^^ R^s R^^^ r17^ ri8^ r19 R20and R2i are the same or 
different and each is independently a hydrogen atom, alkyi, cycloalkyi, cycloalkylalkyi, aryl, aryialkyl, 
heteroaryl, heteroarylalkyi or haloalkyl, or R^^ and R^^^ ap^l R^^ and R20 may be bonded to each other 
to f omn heterocycles each optionally containing 1 or 2 nitrogen atoms or oxygen atoms, said heterocycle 
optionally being condensed with an aromatic ring optionally having substituents, 

R13 is a hydrogen atom, alkyi, cycloalkyi, cycloalkylalkyi, aryl, aryialkyl, heteroaryl or heteroarylalkyi. 
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m IS 1 or 2, and 

A is a carbon atom or a nitrogen atom, provided that i) when A is a carbon atom, A may be substituted 

by a hydroxyl group, carboxyl or alkoxycarbonyl, and li) when A Is a nitrogen atom, 



Is a single bond, 

of the above-mentioned groups, alky), cycloalkyi, cycloalkylalkyi, aryl, arylalkyi, heteroaryl, heteroarylalkyi and 
heterocycle each optionally have substltuents, 
or a pharmaceutlcally acceptable salt thereof. 

The L-prollne derivative of claim 1 or 2, wherein X of the fomiula (I) Is a substituent selected from the formulas 




wherein 

R22 is a hydrogen atom, alkyi, cycloalkyi, cycloalkylalkyi, aryl, arylalkyi, heteroaryl or heteroar- 

ylalkyi, 

R23 and are the same or different and each Is independently a hydrogen atom, alkyi, aryl, arylalkyi, 

heteroaryl, heteroarylalkyi, halogen, haioalkyi, cyano, nitro, -NR25r26^ -NHSO2R27, -OR28, 
-COOR29 -CONHSO2R30. -SO2OR31, -SO2R32 or -CONR33R34 wherein R25, R26^ r27^ r28 
R29, R30, R31, R32^ r33 gpd R^^ are the same or different and each is independently a 
hydrogen atom, alkyi, cycloalkyi, cycloalkylalkyi, aryl, arylalkyi, heteroaryl, heteroarylalkyi 
or haioalkyi, or R25 and R26, and R^ and R^^ may be bonded to each other to form hete- 
rocycleseach optionally containing 1 or2 nitrogen atoms or oxygen atoms, said heterocycle 
optionally being condensed with an aromatic ring optionally having substltuents, 

a, b, c, d, e, f and g are all carbon atoms, or any one or two thereof Is(are) nitrogen atom(s) and the rest Is a 
carbon atom, 

n is 0, 1,2 or 3, and 

A is a carbon atom or a nitrogen atom, 

provided that when A is a carbon atom, A may be substituted by a hydroxyl group, carboxyl'or alkoxycarbonyl, and 
of the above-mentioned groups, alkyi, aryl, arylalkyi, heteroaryl, heteroarylalkyi, cycloalkyi, cycloalkylalkyi and 
heterocycle each optionally have substltuents, 
or a phamnaceutically acceptable salt thereof. 

The LiDroline derivative of any of claims 1 to 3, wherein, In the formula (I), the asymmetric cariDon, to which X is 
bonded, is expressed by an S configuration, X Is a group of the fonnula (VI) or (VII), R23 and R24 are the same 
or'different and each is nitro, cyano, C^.galkyl, C^.ealkyloxy, halogen or haioalkyi, Y is a sulfur atom and Z is a 
hydrogen atom, or a pharmaceutically acceptable salt thereof. 

The L-proline derivative of claim 1 , wherein. In the fonnula (I), X is a hydroxyl group, phenylamino optionally having 
substltuents, 2-pyridylamino optionally having substltuents, 3-pyridazinylamino optionally having substltuents or 
2-pyrimidinylamino optionally having substltuents, and the asymmetric cartoon, to which X is bonded, is expressed 
by an S configuration, 
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or a pharmaceutically acceptable salt thereof. 



A compound of the formula (l-a) 




O 



wherein 



X shows -NR1R2 wherein R'' and R2 may be the same or different and each is independently a hydrogen 
atom, alkyl, cycloalkyi, cycloalkylalkyi, aryl, arylalkyi, heteroaryl or heteroarylalkyi, or may be bonded to. 
each other to form a heterocycle optionally containing 1 or 2 nitrogen atoms or oxygen atoms, the hetero- 
cycle optionally being condensed with an aromatic ring optionally having substituents, and the heterocycle 
optionally being a spiro ring, -NR^COR^ wherein R^ and R^ are the same or different and each is independ- 
ently a hydrogen atom, alkyi, cycloalkyi, cycloalkylalkyi, aryl. arylalkyi. arylalkenyl, heteroaryl or heteroar- 
ylalkyi, -NR5CONR6R7 or -NR5CH2CH2NR6R7 wherein R^, R6 and R^ are the same or different and each 
is independently a hydrogen atom, alkyI, acyl, cycloalkyi, cycloalkylalkyi, aryl, arylalkyi. heteroaryl or het- 
eroarylalkyi, or R^ and R^ may be bonded to each other to form a heterocycle optionally containing 1 or 2 
nitrogen atoms or oxygen atoms, said heterocycle optionally being condensed with an aromatic ring op- 
tionally having substituents, or -NR^SOgR® wherein R^ and R® are the same or different and each is inde- 
pendently a hydrogen atom, alkyI, cycloalkyi, cycloalkylalkyi, aryl, arylalkyi, heteroaryl or heteroarylalkyi, 

Y is CH2, CH-OH, S. S=0 or SOg, 

Z is a hydrogen atom or a cyano, 

R35 is -COR*'' wherein R*'' is a hydrogen atom, alkyI, cycloalkyi, cycloalkylalkyi, aryl, arylalkyi, heteroaryl or 
heteroarylalkyi, or -COOR^ wherein R'*^ is alkyI, cycloalkyi, cycloalkylalkyi, aryl, arylalkyi, heteroaryl or 

heteroarylalkyi, and 

of the above-mentioned groups, alkyI, cycloalkyi, cycloalkylalkyi, aryl, arylalkyi, arylalkenyl, heteroaryl, heteroar- 
ylalkyi and heterocycle each optionally have substituents. 

A compound of the fomnula (l-b) 



wherein 

2 is a hydrogen atom or a cyano, and 

r35 is -COR^'I wherein R*"! Is a hydrogen atom, alkyI, cycloalkyi, cycloalkylalkyi, aryl, arylalkyi. heteroaryl or 
heteroarylalkyi, or -COOR^ wherein R*^ is alkyI, cycloalkyi, cycloalkylalkyi, aryl, arylalkyi, heteroaryl or 
heteroarylalkyi. and 

of the above-mentioned groups, alkyI, cycloalkyi, cycloalkylalkyi, aryl, arylalkyi, heteroaryl and heteroarylalkyi each 
optionally have substituents. 

The present invention further relates to the following compositions for pharmaceutical agents. 

A pharmaceutical composition containing an L-proline derivative of any of claims 1 to 5 or a pharmaceutically 



O 




O 
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acceptable salt thereof, and a pharmacologically acceptable carrier. 

9. A DPP-IV Inhibitor containing an L-proline derivative of any of clainns 1 to 5 or a pharmaceutlcally acceptable salt 
thereof as an active ingredient. 

5 

10. A therapeutic agent for the disease where DPP-IV is involved, which contains an L-proline derivative of any of 
claims 1 to 5 or a phamnaceuticaily acceptable salt thereof as an active Ingredient. 

1 1 . The therapeutic agent of claim 1 0, wherein the aforementioned disease is diabetes, obesity, HIV infection, cancer 
10 metastasis, demnopathy, prostatic hyperplasia, periodontitis or autoimmune disease. 
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